WORLD INTELLECTUAL PROPERTY ORGANIZATION 
International Bureau 




PCT 

INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(51) International Patent Classification 6 : 

C07D 209/34, 409/06, 403/06, A61K 
31/40 



Al 



(11) International Publication Number: WO 98/07695 

(43) International Publication Date: 26 February 1998 (26.02.98) 



(21) International Application Number: PCT/US97/ 14736 

(22) International Filing Date: 20 August 1997 (20.08.97) 



(30) Priority Data: 






08/702,232 


23 August 1996 (23.08.96) 


US 


60/031,586 


5 December 1996 (05.12.96) 


US 


60/032,547 


5 December 1996 (05.12.96) 


us 


60/031,588 


5 December 1996 (05.12.96) 


us 


60/032,546 


5 December 1996 (05.12.96) 


us 


60/031,585 


5 December 1996 (05.12.96) 


us 


60/045,566 


5 May 1997 (05.05.97) 


us 


60/045,715 


5 May 1997 (05.05.97) 


us 


60/045,714 


5 May 1997 (05.05.97) 


us 


60/046,843 


5 May 1997 (05.05.97) 


us 


60/045,565 


5 May 1997 (05.05.97) 


us 



(71) Applicant (for all designated States except US): SUGEN, INC. 

[US/US]; 351 Galveston Drive, Redwood City, CA 94063- 
4720 (US). 

(72) Inventors; and 

(75) Inventors/Applicants (for US only): TANG, Peng, Cho 
[US/US]; 827 Camino Ricardo, Moraga, CA 94556 (US). 
SUN, Li [CN/US]; 64 Rockharbor Lane, Foster City, CA 
94404 (US). McMAHON, Gerald [US/US]; 1800 Schultz 



Road, Kenwood, CA 95452 (US). HIRTH, Klaus, Peter 
[DE/US]; 334 Collingwood Street, San Francisco, CA 
94114 (US). SHAWVER, Laura, Kay [US/US]; 216 Cotter 
Street, San Francisco, CA 94112 (US). 

(74) Agents: WARBURG, Richard, J. et al.; Lyon & Lyon LLP, 
Suite 4700, 633 West 5th Street, Los Angeles, CA 90071- 
2066 (US). 



(81) Designated States: AL, AM, AT, AU, AZ, BA, BB, BG, BR 
BY, CA, CH, CN, CU, CZ, DE, DK, EE, ES, FI, GB^ GE* 
GH, HU, IL, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR^ 
LS, LT, LU, LV, MD, MG, MK, MN, MW, MX, NO, Nz[ 
PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR, 
TT, UA, UG, US, UZ, VN, YU, ZW, ARIPO patent (GH, 
KE, LS, MW, SD, SZ, UG, ZW), Eurasian patent (AM, AZ, 
BY, KG, KZ, MD, RU, TJ, TM), European patent (AT, BE, 
CH, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, 
PT, SE), OAPI patent (BF, BJ, CF, CG, CI, CM, GA, GN, 
ML, MR, NE, SN, TD, TG). 



Published 

With international search report. 

Before the expiration of the time limit for amending the 
claims and to be republished in the event of the receipt of 
amendments. 



(54) Title: 



INDOLINONE COMBINATORIAL LIBRARIES AND RELATED PRODUCTS AND METHODS FOR THE TREATMENT 
OF DISEASE 



(57) Abstract 

The present invention relates to organic molecules capable of modulating, regulating and/or inhibiting protein kinase signal 
transduction. Such compounds are useful for the treatment of diseases related to unregulated protein kinase signal transduction, including 
cell proliferative diseases such as cancer, atherosclerosis, arthritis and restenosis and metabolic diseases such as diabetes. The present 
invention features indolinone compounds that potently inhibit protein kinases and related products and methods. Inhibitors specific to the 
FLK protein kinase can be obtained byadding chemical substituents to the 3-[(indole-3-yl)methylene]-2-tndolinone, in particular at the 1 ' 
position of the indole ring. Indolinone compounds that specifically inhibit the FLK and platelet derived growth factor protein kinases can 
harbor a tetrahydroindole or cyclopentano-b-pyrrol moiety. Indolinone compounds that are modified with substituents, particularly at the 5 
position of the oxindole ring, can effectively activate protein kinases. This invention also features novel hydrosoluble indolinone compounds 
that are tyrosine kinase inhibitors and related products and methods. 



FOR THE PURPOSES OF INFORMATION ONLY 



Codes used to identify States party to the PCT on the front pages of pamphlets publishing international applications under the PCT. 



AL 


Albania 


ES 


Spain 


LS 


Lesotho 


SI 


Slovenia 


AM 


Armenia 


Fl 


Finland 


LT 


Lithuania 


SK 


Slovakia 


AT 


Austria 


FR 


France 


LU 


Luxembourg 


SN 


Senegal 


AD 


Australia 


GA 


Gabon 


LV 


Latvia 


SZ 


Swaziland 


AZ 


Azerbaijan 


GB 


United Kingdom 


MC 


Monaco 


TD 


Chad 


BA 


Bosnia and Herzegovina 


GE 


Georgia 


MD 


Republic of Moldova 


TG 


Togo 


BB 


Barbados 


GH 


Ghana 


MG 


Madagascar 


TJ 


Tajikistan 


BE 


Belgium 


GN 


Guinea 


MK 


The former Yugoslav 


TM 


Turkmenistan 


BF 


Burkina Faso 


GR 


Greece 




Republic of Macedonia 


TR 


Turkey 


BG 


Bulgaria 


HU 


Hungary 


ML 


Mali 


TT 


Trinidad and Tobago 


BJ 


Benin 


IE 


Ireland 


MN 


Mongolia 


UA 


Ukraine 


BR 


Brazil 


IL 


Israel 


MK 


Mauritania 


UG 


Uganda 


BY 


Belarus 


rs 


Iceland 


MW 


Malawi 


US 


United States of America 


CA 


Canada 


IT 


Italy 


MX 


Mex ico 


uz 


Uzbekistan 


CF 


Central African Republic 


JP 


Japan 


NE 


Niger 


VN 


Viet Nam 


CG 


Congo 


KE 


Kenya 


NL 


Netherlands 


YU 


Yugoslavia 


CH 


Switzerland 


KG 


Kyrgyzstan 


NO 


Norway 


zw 


Zimbabwe 


CI 


C6te d* I voire 


KP 


Democratic People's 


NZ 


New Zealand 






CM 


Cameroon 




Republic of Korea 


PL 


Poland 






CN 


China 


KR 


Republic of Korea 


PT 


Portugal 






CU 


Cuba 


KZ 


Kazakstan 


RO 


Romania 






CZ 


Czech Republic 


LC 


Saint Lucia 


RU 


Russian Federation 






DE 


Germany 


LI 


Liechtenstein 


SD 


Sudan 






DK 


Denmark 


LK 


Sri Lanka 


SE 


Sweden 






EE 


Estonia 


LR 


Liberia 


SG 


Singapore 







WO 98/07695 



PCT/US97/14736 



1 

DE5CRIPTIQN 

Inctolinone Combinatorial Libraries and Related Prodnnt-s 
and Methods for the Treatment of Disease 

Introduction 

The present invention relates to novel compounds 
capable of modulating, regulating and/or inhibiting 
protein kinase signal transduction. The present invention 
5 is also directed to methods of regulating, modulating or 
inhibiting protein kinases, whether of the receptor or 
non-receptor class, for the prevention and/or treatment of 
disorders related to unregulated protein kinase signal 
transduction, including cell proliferative and metabolic 
10 disorders. 

Background of the Invent ion 

The following description of the background of the 
invention is provided to aid in understanding the inven- 

15 tion, but is not admitted to be or describe prior art to 
the invention. 

Protein kinases and protein phosphatases regulate a 
wide variety of cellular processes including metabolism, 
cell proliferation, cell differentiation, and cell £ur- 

20 vival by participating in signal transduction pathways. 
Alterations in the cellular function of a protein kinase 
or protein phosphatase can give rise to various diseased 
states in an organism. For example, many types of cancer 
tumors are associated with increases in the activity of 

25 specific protein kinases. Cell and tissue degeneration 
can also be associated with decreases in the activity of 
particular protein kinases. 

Cellular signal transduction is a fundamental mecha- 
nism whereby extracellular stimuli are relayed to the 

30 interior of cells. One of the key biochemical mechanisms 
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of signal transduction involves the reversible phosphory- 
lation of proteins. Phosphorylation of amino acids 
regulates the activity of mature proteins by altering 
their structure and function. 
5 Phosphate most often resides on the hydroxyl moiety 

of serine, threonine, or tyrosine amino acids in proteins. 
Enzymes that mediate phosphorylation of cellular effectors 
fall into two classes. While protein phosphatases hydro- 
lyze phosphate moieties from phosphoryl protein sub- 
10 strates, protein kinases transfer a phosphate moiety from 
adenosine triphosphate to protein substrates. The 
converse functions of protein kinases and protein 
phosphatases balance and regulate the flow of signals in 
signal transduction processes. 
15- Protein kinases are divided into two groups - recep- 

tor and non-receptor type proteins . Receptor protein 
kinases comprise an extracellular region, a transmembrane 
region, and an intracellular region. Part of the intra- 
cellular region of receptor protein kinases harbors a 
20 catalytic domain. While non-receptor protein kinases do 
not harbor extracellular or transmembrane regions, they do 
comprise a region similar to the intracellular regions of 
their receptor counterparts. 

Protein kinases are divided further into three 
25 classes based upon the amino acids they act upon. Some 
incorporate phosphate on serine or threonine only, some 
incorporate phosphate on tyrosine only, and some incorpo- 
rate phosphate on serine, threonine, and tyrosine. 

In an effort to discover novel treatments for dis- 
30 eases, biomedical researchers and chemists have designed, 
synthesized, and tested molecules that inhibit the func- 
tion of protein kinases. Some small organic molecules 
form a class of compounds that modulate the function of 
protein kinases. 
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The compounds that can traverse cell membranes and 
are resistant to acid hydrolysis are potentially advanta- 
geous therapeutics as they can become highly bioavailable 
after being administered orally to patients. However, 
5 many of these protein kinase inhibitors only weakly 
inhibit the function of protein kinases. In addition, 
many inhibit a variety of protein kinases and will there- 
fore cause multiple side-effects as therapeutics for 
diseases . 

10 Some indolinone compounds, however, form classes of 

acid resistant and membrane permeable organic molecules 
that potently inhibit only specific protein kinases. 
Indolinone synthesis, methods of testing the biological 
activity of indolinones, and inhibition patterns of some 

15 indolinone derivatives are described in International 
Patent Publication No. WO96/40116, published December 19, 
1996 entitled "Benzylidene-Z-Indolinone Compounds for the 
Treatment of Disease'' by Tang et al. (Lyon & Lyon Docket 
No. 223/298) and International Patent Publication No. WO 

20 96/22976, published August 1, 1996 by Ballinari et al., 
both of which are incorporated herein by reference in 
their entirety, including any drawings. 

Despite the significant progress that has been made 
in developing indolinone based pharmaceuticals, there 

25 remains a need in the art to identify the particular 
structures and substitution patterns that cause inhibition 
of particular protein kinases and other specified biologi- 
cal activities. 

30 Summary pf The Invention 

The present invention relates to organic molecules 
capable of modulating, regulating and/or inhibiting 
protein kinase signal transduction. Such compounds are 
useful for the treatment of diseases related to unregu- 

35 lated protein kinase signal transduction, including cell 
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proliferative diseases such as cancer, atherosclerosis, 
arthritis and restenosis and metabolic diseases such as 
diabetes. The protein kinases effected include, but are 
not limited to Flk, FGFR, PDGFR, and raf. 
5 The present invention features indolinone compounds 

that potently inhibit protein kinases and related products 
and methods- Inhibitors specific to the FLK protein 
kinase can be obtained by adding chemical substituents to 
the 3- [ (indole-3-yl)methylene] -2-indolinone, in particular 

10' at the l 1 position of the indole ring. Indolinone com- 
pounds that specifically inhibit the FLK and platelet 
derived growth factor protein kinases can harbor a 
tetrahydroindole or cyclopentano-b-pyrrol moiety. 
Indolinone compounds that are modified with substituents, 

15 particularly at the 5 position of the oxindole ring, can 
effectively activate protein kinases. This invention also 
features novel hydrosoluble indolinone compounds that are 
tyrosine kinase inhibitors and related products and 
methods . 

20 The compounds of the invention represent a new 

generation of potential therapeutics for diseases caused 
by one or more non-functional protein kinases. Neuro- 
degenerative diseases fall into this class of diseases, 
including, but not limited to Parkinson's Disease and 

25 Alzheimers disease. The compounds can be modified such 
that they are specific to their target or targets and will 
subsequently cause few side effects and thus represent a 
new generation of potential cancer therapeutics. These 
properties are significant improvements over the currently 

30 utilized cancer therapeutics that cause multiple side 
effects and deleteriously weaken patients. 

It is believed the compounds of the invention will 
minimize and obliterate solid tumors by specifically 
inhibiting the activity of the FLK protein kinase, or will 
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at least modulate or inhibit tumor growth and/or metasta- 
ses. The FLK protein kinase regulates proliferation of 
blood vessels during angiogenesis . Increased rates of 
angiogenesis accompany cancer tumor growth in cells as 
5 cancer tumors must be nourished by oxygenated blood during 
growth. Therefore, inhibition of the FLK protein kinase 
and the corresponding decreases in angiogenesis will 
starve tumors of nutrients and most likely obliterate 
them. 

10 While a precise understanding of the mechanism by 

which compounds inhibit PTKs (e.g., the fibroblast growth 
factor receptor 1 [FGFR1]) is not required in order to 
practice the present invention, the compounds are believed 
to interact with the amino acids of the PTKs ' catalytic 

15 region. PTKs typically possess a bi-lobate structure, and 
ATP appears to bind in the cleft between the two lobes in 
a region where the amino acids are conserved among PTKs; 
inhibitors of PTKs are believed to bind to the PTKs 
through non-covalent interactions such as hydrogen bond- 

20 ing, Van der Waals interactions, and ionic bonding, in the 
same general region that ATP binds to the PTKs. More 
specifically, it is thought that the oxindole component 
of the compounds of the present invention binds in the 
same general space occupied by the adenine ring of ATP. 

25 Specificity of an indolinone PTK inhibitor for a particu- 
lar PTK may be conferred by interactions between the 
constituents around the oxindole core with amino acid 
domains specific to individual PTKs. Thus, different 
indolinone substitutents may contribute to preferential 

30 binding to particular PTKs. The ability to select those 

(or other nucleotide) 
compounds active at different ATP^binding sites makes them 

useful in targeting any protein with such a site, not only 

protein tyrosine kinases, but also serine/threonine 

kinases and protein phosphatases. Thus, such compounds 
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have utility for in vitro assays on such proteins and for 
in vivo therapeutic effect through such proteins. 

In one aspect the invention features a combinatorial 
library of indolinone compounds. The library includes a 
5' series of at least ten (preferably at least 50-100, more 
preferably at least 100-500, and most preferably at least 
500-5,000) indolinones that can be formed by reacting an 
oxindole compound with an aldehyde. In preferred embodi- 
ments the indolinones in the library can be formed by 

10 reacting a type A oxindole with a type B aldehyde. Type 
A oxindoles and type B aldehydes are shown in Figures 1 
and 2 respectively (and Tables 11 and 12 respectively) , as 
explained in detail below. As can be seen, in the figures 
the oxindoles are labeled 01, 02, 03, ... and the alde- 

15 hydes are named Al, A2, A3, .... Thus, one can readily 
appreciate that the combinatorial library could include 
any and all combinations of oxindoles and aldehydes, 
including the indolinones resulting from 01 and Al, 01 and 
A2, 01 and A3, 02 and Al, 02 and A2 , 02 and A3, 03 and Al , 

20 03 and A2 , 03 and A3 and so on. Similarly, the 
indolinones in the library can be formed by any combina- 
tion of the oxindoles in Table 11 with any of the alde- 
hydes listed in Figure 2 or Table 12. Finally, the 
indolinones may also, of course, come from any combination 

25 of aldehydes listed in Table 12 with any oxindoles from 
Figure 1 or Table 11. 

The term "combinatorial library" refers to a series 
of compounds. In the present case, the combinatorial 
library contains a series of indolinone compounds that can 

3 0 be formed by reacting an oxindole and an aldehyde. A wide 
variety of oxindoles and aldehydes may be used to create 
the library of indolinones . 

The term "indolinone" is used as that term is com- 
monly understood in the art and includes a large subclass 
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of substituted or unsubstituted compounds that are capable 
of being synthesized from an aldehyde moiety and an 
oxindol moiety, such as the compounds shown below. 

The term "type A oxindole" is meant to include any 
5 and all of the oxindoles set forth in Figure 1 and Table 
11. Oxindoles, as that term is used herein, typically 
have the structure set forth below: 




(I) 

10 wherein, 

(a) A x , A 2 , A 3, and A 4 are independently carbon or 
nitrogen; 

(b) Ri is hydrogen or alkyl; 

(c) R 2 is oxygen or sulfur; 
15 (d) R 3 is hydrogen; 

(e) R 4 , R 5 , R 6 , and R 7 (i) are each independently 
selected from the group consisting of hydrogen, alkyl, 
alkoxy, aryl, aryloxy, alkaryl, alkaryloxy, halogen, 
trihalomethyl, S(0)R, S0 2 NRR f , S0 3 R, SR, N0 2 , NRR', OH, CN, 

20 C(0)R, OC(0)R, NHC(0)R, (CH 2 ) n C0 2 R, and CONRR 1 or (ii) any 
two adjacent R 4 , R 5 , R 6 , and R 7 taken together form a fused 
ring with the aryl portion of the oxindole-based portion 
of the indolinone. 

It is to be understood that when A lf A 2 , A 3 , and A 4 is 

25 nitrogen or sulfur that the corresponding R 4 , R 5/ R 6 , or R 7 
is nothing and that the corresponding bond shown in 
structure I does not exist. 
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Examples of oxindoles having such fused rings (as 
described in (e) (ii) above) are shown in Fig. 1, com- 
pounds 044, 045, 047, 048, 050, 051, 052, 053, 055, 056, 
058, 059, 061, 062, 064, 066, 067, 069, 070, and 073. 
5 Other examples of suitable fused rings include the follow- 
ing : 




S-N N-S N =N N— N yr-N N-N 

Vn a> xj* x n > 4> 




The six membered rings shown above also exemplify 
10 possible A rings in the structures II, III and IV. 

The term "type B aldehyde'' includes any and all of 
the aldehydes set forth in Figure 2 and Table 11. The 
term "aldehyde" is used as is commonly understood in the 
art to include substituted and unsubstituted aldehydes of 
15 the structure R d CHO where R d can be a wide variety of 
substituted or unsubstituted groups such as alkyl and 
aryl . 
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In yet another aspect, the invention provides a 
method of synthesizing an indolinone by reacting a type A 
oxindole with a type B aldehyde. The method of making the 
indolinones of the present invention may involve creating 
5 a combinatorial library of compounds as described above, 
testing each compound in biological assays such as those 
described herein, selecting one or more suitable compounds 
and synthesizing the selected compound or compounds. 

Also featured is an indolinone compound having 
10 formula II or III: 




(II) 
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A 




(III) 

wherein : 

5 (a) A lr A 2 , A 3 , and A 4 are independently carbon or 

nitrogen; 

(b) R x is hydrogen or alkyl; 

(c) R 2 is oxygen or sulfur; 

(d) R 3 is hydrogen; 

10 (e) R 4 , R 5/ R 6 , and R 7 (i) are each independently 

selected from the group consisting of hydrogen, alkyl, 
alkoxy, aryl, aryloxy, alkaryl, alkaryloxy, halogen, 
trihalomethyl, S(0)R, S0 2 NRR 1 , S0 3 R, SR f N0 2/ NRR' , OH, CN, 
C(0)R, OC(0)R, NHC(0)R, (CH 2 ) n C0 2 R, and CONRR 1 or (ii) any 

15 two adjacent R 4 , R 5 , R 6 , and R 7 taken together form a fused 
ring with the aryl ring of the oxindole-based portion of 
the indolinone; 

(f) R 2 ! , R 3 ', R/, R 5 \ and R 6 ' are each independently 
selected from the group consisting of hydrogen, alkyl, 

20 alkoxy, aryl, aryloxy, alkaryl, alkaryloxy, halogen, 
trihalomethyl, S(0)R, SO.NRR 1 , S0 3 R, SR, N0 2 , NRR 1 , OH, CN r 
C(0)R, OC(0)R, NHC(0)R, (CH 2 ) n C0 2 R, and CONRR 1 ; 

(g) n is 0, 1, 2, or 3; 

(h) R is hydrogen, alkyl or aryl; 

25 (i) R ' is hydrogen, alkyl or aryl; and 
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(j) A is a five membered heteroaryl ring selected 
from the group consisting of thiophene, pyrrole, pyrazole, 
imidazole, 1/2, 3-triazole, 1,2, 4-triazole, oxazole, 
isoxazole, thiazole, isothiazole, 2-sulf onylf uran , 4- 
5 alkylfuran, 1 , 2 , 3-oxadiazole , 1, 2, 4-oxadiazole, 1,2,5- 
oxadiazole, 1,3, 4-oxadiazole, 1,2,3, 4-oxatriazole, 

1,2,3, 5-oxatriazole, 1,2, 3-thiadiazole, 1,2, 4-thiadiazole, 
1,2,5-thiadiazole, 1/3,4 -thiadiazole , 1,2,3,4- 

thiatriazole, 1, 2, 3, 5-thiatriazole , and tetrazole, option- 
10 ally substituted at one or more positions with alkyl, 
alkoxy, aryl, aryloxy, alkaryl, alkaryloxy, halogen, 
trihalomethyl, S (O) R, SC^NRR 1 , S0 3 R, SR, N0 2 , NRR 1 , OH, CN, 
C<0)R, OC(0)R, NHC(0)R, (CH 2 ) n C0 2 R or CONRR ' . 

As used herein, the term "compound" is intended to 
15 include pharmaceutical^ acceptable salts, esters, amides, 
prodrugs, isomers and metabolites of the base compound. 

In preferred embodiments of structure III, the A 
substituent may be a five membered heterocycle of formula 
IV shown below: 

D-E 

20 G' 

(IV) 

wherein D, E, F, and G are nitrogen, carbon, or sulfur 
atoms. The specific juxtaposition of groups D-G is 
limited to examples of heterocyclic groups known in the 

25 chemistry arts, such as the fused rings referred to above 
and all of which may be optionally substituted as de- 
scribed above in paragraph (j). 

In preferred embodiments, the aryl ring ("the A 
ring") of the oxindole-derived portion of the indolinone 

30 (i.e., the ring shown in structures II and III with A lf A 2 , 
A 3 , and A 4 ) has a polar substituent, preferably selected 
from the group consisting of NH 2 , COOH, SQ 3 H, Br, CI, I, F, 
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COCH 2 CH 2 COOH, COCH 2 Cl, piperazine, and CH 2 CH 2 NH 2 at the 4, 5, 
6, and 7 carbon atom positions (identified by substituents 
R 4 , R b , R 6 , and R 7 respectively in structures V and VI), 
most preferably hydrophillic groups such as NH 2 , COOH, S0 3 , 
5 COCH 2 CH 2 COOH/ piperazine and CH 2 CH 2 NH 2 . 

One approach to choosing target inhibitors of the 
FGFR (a protein kinase receptor linked to various disor- 
ders, such as Pfeiffer, Jackson-Weiss and Cruzon syn- 
dromes; dysplasias and hypochondroplasia ; dwarfism; bone 

10 dysplasia; and developmental disorders involves selecting 
target compounds with a substituent on the A ring that 
mimics the triphosphate of ATP and thereby increases the 
affinity of target compounds for the active-site of the 
FGFR. Hydrophillic groups may act to mimic the triphos- 

15 phate at ATP, and also to improve the solubility of the 
final inhibitor. Without being bound to any theory, it 
appears that the trans form of the indolinones is gener- 
ally a more favorable form for FGFR inhibitors. 

Amine-based substituents at positions 4, 5, and 6 at 

20 the A ring of structures II and III are a preferred class 
of substituents and an especially preferred class are 
amines of the structure: 

CH 3 

\ 
N 

,/ 

wherein R a is CO (CH 2 ) 2 COOH, aryl, alkyl, or contains COOH, 
25 OH, or NH 2 . These types of groups provide steric hindrance 

in order to force the isomer into a trans conformation 

which may be a favored property of FGFR inhibition and 

acts as a linker to a hydrophillic group. 

Another favored class of substituents on the aryl 
30 ring of structures II and III includes piperazine type 

substituents of the structure: 
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wherein R b is preferably a negatively charged group, such 
as a negatively charged alkyl or acyl. 

Yet another preferred class of substituents for the 
5 aryl ring of structures II and III are C-COR groups of the 
formula : 



O 




wherein R c is a hydrophilic or negatively charged group, 
preferably at the 5 and/or 6 positions of the A ring of 
10 structures II and III, such as amide, ester, CH 2 CH 2 COOH, 
CH 2 C1, or piperazine. R c could also be linked to the aryl 
ring by a sp3 carbon or could be attached as 
R c o 3 s-. 

Yet another preferred set of substituents on the aryl 
15 ring are fused heterocyclic rings which can be synthesized 
by acylation of the arylamine followed by alkylation of 
the heterocyclic ring systems. Examples of several such 
compounds are set forth in Figure 1, compounds 044, 045, 
047, 048, 050, 051, 052, 053, 055, 056, 058, 059, 061, 
20 062, 064, 066, 067, 069, 070, and 073. 

In another aspect, the invention features a 3- 
[ (indole-3-yl ) methylene] -2-indolinone compound having a 
substituent at the 1' position of the indole ring. The 
substituent at the I 1 position of the indole ring is 
25 selected from the group consisting of 

(a) alkyl that is optionally substituted with a 
monocyclic or bicyclic five, six, eight, nine, or ten 
membered heterocyclic ring, where the ring is optionally 
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substituted with one or more halogen, or t rihalomethyl 
substituents ; 

(b) five, six, eight, nine, or ten membered monocy- 
clic or bicyclic heterocyclic ring, where the ring is 

5 optionally substituted with one or more halogen or 
t rihalomethyl substituents ; 

(c) an aldehyde or ketone of formula -CO-R12, where 
R12 is selected from the group consisting of hydrogen, 
alkyl, and a five or six membered heterocyclic ring; 

10 (d) a carboxylic acid of formula -(R 13 ) n -COOH or ester 

of formula - (R 14 ) m -COO-R lb , where R 13 , R 14 , and R 15 are 
independently selected from the group consisting of alkyl 
and a five or six membered heterocyclic ring and m and n 
are independently 0 or 1; 

15 (e) a sulfone of formula -(S0 2 )-R 16 , where R 16 is 

selected from the group consisting of alkyl and a five or 
six membered heterocyclic ring, where the ring is option- 
ally substituted with an alkyl moiety; 

(f ) - (R 17 ) n - ( indole- 1-yl) or - (R 18 )m-CHOH- (R 19 ) p- 

20 ( indole-l-yl ) , where the indol moiety is optionally 
substituted where R 17 , R 18 , and R 19 are alkyl, and where m, 
n, and p are independently 0 or 1; and 

(g) taken together with a 2 1 substituent of the 
indole ring forms a five or six membered heterocyclic 

25 ring. 

The term "alkyl" refers to a straight-chain, 
branched, or cyclic saturated aliphatic hydrocarbon. The 
alkyl group is preferably 1 to 10 carbons, more preferably 
a lower alkyl of from 1 to 7 carbons, and most preferably 
30 1 to 4 carbons. Typical alkyl groups include methyl, 
ethyl, propyl, isopropyl, butyl, isobutyl, tertiary butyl, 
pentyl, hexyl and the like. The alkyl group may be 
substituted and some typical alkyl substituents include 
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hydroxyl, cyano, alkoxy, oxygen, sulfur, nitroxy, halogen, 
-N(CH 3 ) 2 , amino, and -SH. 

The term "methyl" refers to a saturated alkyl moiety 
of one carbon. The term "ethyl" refers to a saturated 
5 alkyl moiety of two carbons. The term "propyl" refers to 
a saturated alkyl moiety of three carbons. The term 
"butyl" refers to a saturated alkyl moiety of four car- 
bons. The term "pentyl" refers to a saturated alkyl 
moiety of five carbons. 

10 The term "aryl" refers to an aromatic group which has 

at least one ring having a conjugated pi electron system 
and includes both carbocyclic aryl (e.g. phenyl) and 
heterocyclic aryl groups {e.g. pyridine) . Aryl moieties 
include monocyclic, bicyclic, and tricyclic rings, where 

15 each ring has preferably five or six members. The aryl 
moiety may be substituted and typical aryl substituents 
include halogen, trihalomethyl , hydroxyl, -SH, -OH, -N0 2 , 
amine, thioether, cyano, alkoxy, alkyl, and amino. 

The terms "heterocycle" or "heterocyclic" refer to 

20 compounds that form a ring and contain up to four hetero 
atoms, the remainder of the atoms forming the ring being 
carbon. Thus, for example, each ring in the structure can 
contain zero, one, two, three, or four nitrogen, oxygen, 
or sulfur atoms within the ring. The ring can preferably 

25 be saturated with hydrogen atoms, more preferably harbor 
one or more unsaturations , and most preferably contain an 
aryl conjugated pi electron system. The rings are prefer- 
ably eleven, twelve, thirteen, or fourteen membered rings, 
more preferably eight, nine, or ten membered rings, and 

30 most preferably five or six membered rings. Examples of 
such rings are furyl, thienyl, pyrrol, imidazolyl, 
indolyl, pyridinyl, thiadiazolyl , thiazolyl, piperazinyl, 
dibenzf uranyl, dibenzthienyl . The heterocyclic rings of 
the invention may be optionally substituted with one or 
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rings, such as, e.g., hydroxyl, bromo, fluoro, chloro, 
iodo, mercapto or thio, cyano, cyanoamido, alkylthio, 
heterocycle, aryl, heteroaryl, carboxyl, oxo, 
5 alkoxycarbonyl, alkyl, alkenyl, nitro, amino, alkoxyl, 
amido, and the like. Structures of some preferred hetero- 
cyclic rings are the fused rings that have been shown 
above . 

The term "aldehyde" refers to a chemical moiety with 
10 formula -(R) n -CHO, where R is selected from the group 
consisting of alkyl or aryl and n is 0 or 1 . 

The term "ketone" refers to a chemical moiety with 
formula -{R) n -CO-R', where R and R' are selected from the 
group consisting of alkyl or aryl and n is 0 or 1. 
15 The term "carboxylic acid" refers to a chemical 

moiety with formula -(R) n -COOH, where R is selected from 
the group consisting of alkyl or aryl and n is 0 or 1 . 

The term "ester" refers to a chemical moiety with 
formula - (R) n -COOR' , where R and R' are independently 
20 selected from the group consisting of alkyl or aryl and n 
is 0 or 1 . 

The term "sulfone" refers to a chemical moiety with 
formula -S0 2 -R, where R is selected from the group consist- 
ing of alkyl or aryl. 

25 The term "pharmaceutical^ acceptable salt" refers to 

a formulation of a compound that does not cause signifi- 
cant irritation to an organism and does not abrogate the 
biological activity and properties of the compound. 
Pharmaceutical salts can be obtained by reacting a com- 

30 pound of the invention with inorganic acids such as 
hydrochloric acid, hydrobromic acid, sulfuric acid, nitric 
acid, phosphoric acid, methanesulf onic acid, 

ethanesulf onic acid, p-toluenesulf onic acid, salicylic 
acid and the like. 



WO 98/07695 



PCT/US97/14736 



17 

The term "prodrug" refers to an agent that is con- 
verted into the parent drug in vivo. Prodrugs may be 
easier to administer than the parent drug in some situa- 
tions. For example, the prodrug may be bioavailable by 
5 oral administration but the parent is not, or the prodrug 
may improve solubility to allow for intravenous adminis- 
tration . 

A preferred embodiment of the invention relates to 
compound of the following formula, 




(V) 

where (a) R x as is described above for the substituent at 
15 the 1' position of the indole ring; 

(b) R 2 , R 3/ R 4 , R 5/ and R 5 are independently selected 
from the group consisting of, 
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(i) hydrogen; 

(ii) alkyl that is optionally substituted 
with a monocyclic or bicyclic five, six, eight, nine, or 
ten rnembered heterocyclic ring, where the ring is option- 

5 ally substituted with one or more halogen, or 
trihalomethyl substituents ; 

(iii) five, six, eight, nine, or ten 
rnembered monocyclic or bicyclic heterocyclic ring, where 
the ring is optionally substituted with one or more 

10 halogen or trihalomethyl substituents; 

(iv) a ketone of formula -CO-R 20 , where R 20 
is selected from the group consisting of hydrogen, alkyl, 
or a five or six rnembered heterocyclic ring 

(v) a carboxylic acid of formula -(R21)n- 
15 COOH or ester of formula - (R 22 ) -COO-R 23 , where R 21 , R 22 , and 

R 23 and are independently selected from the group consist- 
ing of alkyl or a five or six rnembered heterocyclic ring 
and m and n are independently 0 or 1; 

(vi) halogen; 

20 (vii) an alcohol of formula (R24)m-OH or an 

ether of formula - (R 24 ) n ~0-R 25 , where R 24 and R 25 are inde- 
pendently selected from the group consisting of alkyl and 
a five or six rnembered heterocyclic ring and m and n are 
independently 0 or 1 ; 

25 (viii) -NR 26 R 27 , where R 26 and R 27 are independ- 

ently selected from the group consisting of hydrogen, 
oxygen, alkyl, and a five or six rnembered heterocyclic 
ring; 

(ix) -NHCOR 2B , where R 28 is selected from the 

30 group consisting of hydroxyl, alkyl, and a five or six 
rnembered heterocyclic ring, where the ring is optionally 
substituted with alkyl, halogen, carboxylate, or ester; 
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(x) -SO 2 NR 29 R 30 , where R 29 and R 30 are 
selected from the group consisting of hydrogen, oxygen, 
alkyl, and a five or six membered heterocyclic ring; 

(xi) any two of R 3 , R 4 , R 5 , or R 6 taken 
5 together form a bicyclic or tricyclic moiety fused to the 

six membered ring of the indole, where each ring in the 
multicyclic moiety is a five or six membered heterocyclic 
ring; 

(c) R 7 , R 8 , R 9 , and R 10 are independently selected 
10 from the group consisting of, 

(i) hydrogen; 

(ii) alkyl that is optionally substituted 
with a monocyclic or bicyclic five, six, eight, nine, or 
ten membered heterocyclic ring, where the ring is option- 

15 ally substituted with one or more halogen, aldehyde, or 
trihalomethyl substituents; 

(iii) five, six, eight, nine, or ten 
membered monocyclic or bicyclic heterocyclic ring, where 
the ring is optionally substituted with one or more 

20 halogen or trihalomethyl substituents; 

(iv) an aldehyde or ketone of formula -C0- 
R 31 , where R 31 is selected from the group consisting of 
hydrogen, alkyl, or a five or six membered heterocyclic 
ring; 

25 (v) a carboxylic acid of formula -(R32)n- 

COOH or ester of formula - (R 33 ) m -COO-R 34 , where R 32 , R 33 , and 
R 34 and are independently selected from the group consist- 
ing of alkyl or a five or six membered heterocyclic ring 
and n and m are independently 0 or 1; 

30 (vi) halogen; 

(vii) an alcohol of formula (R 35 ) m -OH or an 

ether of formula - (R 35 ) n-0-R 36 , where R 35 and R 36 are inde- 
pendently chosen from the group consisting of alkyl or a 
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five or six membered heterocyclic ring and m and n are 
independently 0 or 1; 

(viii) -NR 37 R 3 a, where R 37 and R 38 are independ- 
ently selected from the group consisting of hydrogen, 

5 oxygen, alkyl, and a five or six membered heterocyclic 
ring; 

(ix) -NHCOR 39 , where R 39 is selected from the 
group consisting of hydroxyl, alkyl, and a five or six 
membered heterocyclic ring, where the ring is optionally 

10 substituted with alkyl, halogen, carboxylate, or ester; 

(x) -SO2NR< 0 R 41 , where R 40 and R 41 are 
selected from the group consisting of hydrogen, oxygen, 
alkyl, and a five or six membered heterocyclic ring; 

(xi) any two of R ? , R 8 , R 9 , or R 10 taken 
15 together form a bicyclic or tricyclic heterocyclic moiety 

fused to the six membered ring of the indole, where each 
ring in the multicyclic moiety is a five or six membered 
heterocyclic ring; and 

(d) R X1 is hydrogen or alkyl; 

20 provided that at least one of R^ R 2/ R 3 , R 4 , R 5 , R 6 , R 7/ R 8 , 
R 9 , or R 10 is alkyl or provided that at least four of R 1# 
R 2 , R 3 , R 4 , R 5 , R 6 , R 7/ R 8 , R 9 / or R 10 are not hydrogen. 

In preferred embodiments of the invention as shown in 
structure V above, R x is preferably a lower alkyl, branched 

25 or unbranched, more preferably an unbranched lower alkyl 
(e.g., ethyl, propyl, isopropyl, butyl, tertiary butyl, 
pentyl) , and most preferably a methyl moiety. 

In other preferred embodiments one or more of R lr R 2 , 
R 3 , R 4 , R 5 , R 6 , R 7 , R 8 , R 9 , and R 10 of structure V are a 

30 heterocyclic ring. The heterocycle is preferably selected 
from the group consisting of five, six, eight, nine, ten, 
eleven, twelve, thirteen, and fourteen membered aryl or 
non-aryl rings. The heterocycles can be furyl, thienyl, 
pyrrol, imidazolyl, indolyl, pyridinyl, thiadiazolyl, 
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thiazolyl , piperazinyl , dibenzf uranyl , dibenzthienyl , 
2-aminothiazol-4-yl, 2-arnino~5-chlorothiazol-4-yl, 2- 
amino-thiadiazol-4-yl, 2 , 3-dioxopiperazinyl , 

4-alkylpiperazinyl, 2 -iodo-3-dibenz f uranyl , and 

5 3-hydroxy-4-dibenzthienyl . R 2 preferably is lower alkyl, 
more preferably methyl, or phenyl or biphenyl preferably 
mono-substituted with halogen. R 3 , R 4/ R 5 and mono-R 6 
preferably are selected from the group consisting of 
hydrogen, unsubstituated lower alkyls, halogen, methoxy, 

10 carboncyclic and ether. Rll is preferably hydrogen. 

In especially preferred embodiments of structure V, 
Rj is methyl and R 2/ R 3 , R 4 , R 5 , R 6 , R 7 , R 8 , R 9 , R 10 , and R 1X 
are hydrogen, or R a and R 7 are methyl and R 2 , R 3 , R 4 , R 6 , R 9 , 
R 10 , and R X1 are hydrogen. Other especially preferred 

15 compounds are set forth in the tables and examples set 
forth herein • 

In another aspect, the invention features a method of 
synthesizing an indolinone compound, where the method 
comprises the steps of: 
20 (a) reacting an aldehyde of formula VI with an 

oxindol of formula VII, 

VI 
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where R lf R 2 , R 3/ R 4 , R 5 , R 6 , R 7/ R 8 , R 9 , R 10 , and R n are 
described herein; and 

(b) separating the indolinone compound from the 
5 aldehyde and oxindol reactants. 

The term "synthesizing" defines a method of combining 
multiple compounds together and/or chemically modifying 
the compound (s) in a controlled environment. A controlled 
environment preferably includes a glass vessel, a stirring 
10 rod or bar, a heating or cooling source, and specific 
organic solvents. 

The term "reacting" refers to mixing two compounds 
together in a controlled environment. The compounds that 
are mixed together and reacted with one another are termed 
15 "reactants". 

The term "separating" describes methods of segregat- 
ing compounds from one or more other compounds. Compounds 
can be separated from one another by using techniques 
known in the art which include, but are not limited to, 
20 column chromatography techniques and solvent phase separa- 
tion techniques. 

In another aspect, the invention features optionally 
substituted 3- [ ( tetrahydroindole-2-yl ) methylene] -2- 

indolinone and 3- [ (cyclopentano-b-pyrrol-2-yl ) methylene] - 
25 2-indolinone compounds. 

The term "optionally substituted" refers, for exam- 
ple, to a benzene ring that either harbors a hydrogen at 
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a particular position or optionally harbors another 
substituent at that position. The term "optionally 
substituted" refers to other molecules in addition to 
benzene. A ring structure, for example can be N-substi- 
5 tuted or C-subs tituted . 

The term "N-substi tuted" refers to a compound that 
harbors chemical substituents attached to a nitrogen atom 
in a ring of the indolinone. 

The term u C-substituted" refers to a compound that 
10 harbors chemical substituents attached to a carbon atom in 
the indolinone. 

The term "independently selected" refers to a mole- 
cule that harbors one substituent chosen from a group of 
substituents . 

15 A preferred embodiment of the invention relates to an 

indolinone compound of the following formula, 



VIII 




WO 98/07695 



PCT/US97/14736 




where (a) R : is selected from the group consisting of, 

(i) hydrogen; 

(ii) alkyl that is optionally substituted 
5 with a monocyclic or bicyclic five, six, eight, nine, or 

ten membered heterocyclic ring, where the ring is option- 
ally substituted with one or more halogen, or 
trihalomethyl substituents; 

(iii) five, six, eight, nine, or ten 
10 membered monocyclic or bicyclic heterocyclic ring, where 

the ring is optionally substituted with one or more 
halogen or trihalomethyl substituents; 

(iv) ketone of formula -CO-Rn, where R n is 
selected from the group consisting of hydrogen, alkyl, or 

15 a five or six membered heterocyclic ring; 

(v) a carboxylic acid of formula -(Ri 2 ) n ~ 
COOH or ester of formula - (R 13 ) m -COO-R 14/ where R 12 , R 13 , and 
R 14 and are independently selected from the group consist- 
ing of alkyl or a five or six membered heterocyclic ring 

20 and n and m are independently 0 or 1; 

(vi) a sulfone of formula -(S02)~R 15 , where 
R 15 is selected from the group consisting of alkyl or a 
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five or six membered heterocyclic ring, where the ring is 
optionally substituted with an alkyl moiety; 

(vii) - (R 16 ) n - (indole-l-yl) or -(R 17 ) ^CHOH- 
(R 18 ) p- (indole-l-yl) , where the indole moiety is optionally 

5 substituted with an aldehyde and R 16 , R n , and R 18 are alkyl 
and n, m, and p are independently 0 or 1; 

(viii) taken together with a 2* substituent 
of the indole ring form a tricyclic moiety, where each 
ring in the tricyclic moiety is a five or six membered 

10 heterocyclic ring; 

(b) R 2 , R 3 , R 3 ., R 4/ R 4 ,, R b , r 5</ r 6/ and R 6 . are 
independently selected from the group consisting of, 

(i) hydrogen; 

(ii) alkyl that is optionally substituted 
15, with a monocyclic or bicyclic five, six, eight, nine, or 

ten membered heterocyclic ring, where the ring is option- 
ally substituted with one or more halogen, aldehyde, or 
trihalomethyl substi tuent s ; 

(iii) five, six, eight, nine, or ten 
20 membered monocyclic or bicyclic heterocyclic ring, where 

the ring is optionally substituted with one or more 
halogen or trihalomethyl substituents; 

(iv) ketone of formula -CO-R 20 , where R 20 is 
selected from the group consisting of hydrogen, alkyl, or 

25 a five or six membered heterocyclic ring; 

(v) a carboxylic acid of formula -(R 2 i) n " 
COOH or ester of formula - (R 22 ) -COO-R 23 , where R 21 , R 22 , and 
R 23 and are independently selected from the group consist- 
ing of alkyl or a five or six membered heterocyclic ring 

30 and m and n are independently 0 or 1; 

(vi) halogen; 

(vii) an alcohol of formula (R 24 ) m -OH or an ether 
of formula - (R 24 ) n -0-R 25 , where R 24 and R 25 are independently 
selected from the group consisting of alkyl and a five or 
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six membered heterocyclic ring and m and n are independ- 
ently 0 or 1; 

(viii) -NR 26 R 2 7 f where R 26 and R 27 are independ- 
ently selected from the group consisting of hydrogen, 

5 oxygen, alkyl, and a five or six membered heterocyclic 
ring; 

(ix) -NHCOR 28 , where R 28 is selected from the 
group consisting of hydroxyl, alkyl, and a five or six 
membered heterocyclic ring, where the ring is optionally 

10 substituted with alkyl, halogen, carboxylate, or ester; 

(x) -SO2NR 29 R 30 , where R 29 and R 30 are selected 
from the group consisting of hydrogen, oxygen, alkyl, and 
a five or six membered heterocyclic ring; 

(xi) any two of R 3/ R 3 ., R 4 , R<., R 5 , R 5 ., R 6 , or R 6 , 
15 taken together form a bicyclic or tricyclic hetercyclic 

moiety fused to the six membered ring of the indole, where 
each ring in the multicyclic moiety is a five or six 
membered heterocyclic ring; 

(c) R 7 , R Q , R 9 , and R 10 are independently selected 
20 from the group consisting of, 

(i) hydrogen; 

(ii) alkyl that is optionally substituted with 
a monocyclic or bicyclic five, six, eight, nine, or ten 
membered heterocyclic ring, where the ring is optionally 

25 substituted with one or more halogen, or trihalomethyl 
substituents; 

(iii) five, six, eight, nine, or ten 
membered monocyclic or bicyclic heterocyclic ring, where 
the ring is optionally substituted with one or more 

30 halogen or trihalomethyl substituents; 

<iv) ketone of formula -CO-R 31 , where R 31 is 

selected from the group consisting of hydrogen, alkyl, or 
a five or six membered heterocyclic ring; 
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(v) a carboxylic acid of formula -(R 32 ) n - 
COOH or ester of formula - (R 33 ) m -COO-R 34 , where R 32 , R 33 , and 
R 34 and are independently selected from the group consist- 
ing of alkyl or a five or six membered heterocyclic ring 

5 and n and m are independently 0 or 1; 

(vi) halogen; 

(vii) an alcohol of formula (R 35 ) m -OH or an 
ether of formula - (R 35 ) n -0-R 36 , where R 35 and R 36 are inde- 
pendently chosen from the group consisting of alkyl or a 

10 five or six membered heterocyclic ring and m and n are 
independently 0 or 1; 

(viii) -NR 37 R 38 , where R 37 and R 38 are independ- 
ently selected from the group consisting of hydrogen, 
oxygen, alkyl, and a five or six membered heterocyclic 

15 ring; 

(ix) -NHCOR 39/ where R 39 is selected from the 
group consisting of hydroxyl, alkyl, and a five or six 
membered heterocyclic ring, where the ring is optionally 
substituted with alkyl, halogen, carboxylate, or ester; 

20 (x) -SO2NR 40 R 41 , where R 40 and R 41 are 

selected from the group consisting of hydrogen, oxygen, 
alkyl, and a five or six membered heterocyclic ring; 

(xi) any two of R 7 , R 8 , R 9 , or R 10 taken 

together form a bicyclic or tricyclic hetercyclic moiety 
25 fused to the six membered ring of the indole, where each 
ring in the multicyclic moiety is a five or six membered 
heterocyclic ring; and 

(d) R 1X is hydrogen or alkyl. 

Another preferred embodiment of the invention relates 
30 to indolinone compounds of structures VIII and IX, where 

^1/ &2r ^3f ^3'/ ^4 ' R4 ' / ^5/ Re* ^6 ' t ^7 / ^8 / ^9/ ^10/ ^nd 

Ru are hydrogen. 

In another preferred embodiment, the invention 
relates to oxidolinone compounds of structures VIII and 
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IX, where R e is bromine, chlorine, or NH2 and R x , R 2 , R 3 , 
R 3 ., R 4 , R 4 ,, R 5 , R 5 ., R 6 , R 6 ., R 7 , R 9/ R 10 , and R 1X are hydro- 
gen . 

In yet another preferred embodiment, the invention 
5 relates to indolinone compounds of structures VIII and IX, 
where R 7 is methyl and R lf R 2 , R 3 , R 3 ., R 4 , R 4 ,, R 5 , R 5 ., R 6 , 
R 6 ,, R 7 , R 9 , R 10 , and R X1 are hydrogen. 

In another aspect, the invention features a method of 
synthesizing an indolinone compound, where the method 
10 comprises the steps of: 

(a) reacting an aldehyde of formula X or XI with 
an oxindol of formula XII, 





XII 
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where R lf R 2 , R 3 , R 3 ,, R 4 , R 4 ., r 5/ r 5 ,, r 6 , r 6 ,, Rjf Rg/ Rg/ R ^ 
and R n are described herein; and 

(b) separating the indolinone compound from the 
aldehyde and oxindole reactants. 
5 In another aspect, the invention features an 

indolinone compound having a substituent at the 5 position 
of the oxindole ring, where the substituent at the 5 
position of the oxindole ring is selected from the group 
consisting of: 

10 (a) alkyl that is optionally substituted with 

a monocyclic or bicyclic five, six, eight, nine, or ten 
membered heterocyclic ring, where the ring is optionally 
substituted with one or more halogen, or trihalomethyl 
substituents; 

15 ( b ) five, six, eight, nine, or ten membered 

monocyclic or bicyclic heterocyclic ring, where the ring 
is optionally substituted with one or more halogen or 
trihalomethyl substituents; 

(c) a ketone of formula -CO-R 10 , where R 10 is 
20 selected from the group consisting of hydrogen, alkyl, or 

a five or six membered heterocyclic ring; 

(d) a carboxylic acid of formula -(R^Jn-COOH or 
ester of formula - <R 12 ) -COO-R 13 , where R llf R 12 , and R 13 and 
are independently selected from the group consisting of 

25 alkyl or a five or six membered heterocyclic ring and m 
and n are independently 0 or 1; 

(e) halogen; 

(f) an alcohol of formula (R 14 ) m -OH or an ether 
of formula - (R 14 ) n-0-R 15 , where R 14 and R 15 are independently 

30 selected from the group consisting of alkyl and a five or 
six membered heterocyclic ring and m and n are independ- 
ently 0 or 1; 
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(g) -NR 16 R 17 , where R 16 and R 17 are independently 
selected from the group consisting of hydrogen, alkyl, and 
a five or six rnembered heterocyclic ring; 

(h) -NHCOR 18 , where R 18 is selected from the 
5 group consisting of alkyl, and a five or six rnembered 

heterocyclic ring, where the ring is optionally substi- 
tuted with alkyl, halogen, carboxylate, or ester; 

(i) -SO 2 NR 19 R 20 , where R 19 and R 20 are selected 
from the group consisting of hydrogen, alkyl, and a five 

10 or six rnembered heterocyclic ring; 

(j) any two of R 4 , R 5 , R 6/ or R 7 taken together 
form a bicyclic or tricyclic hetercyclic moiety fused to 
the six rnembered ring of the indole, where each ring in 
the multicyclic moiety is a five or six rnembered heterocy- 
15 clic ring. 

A preferred embodiment of the invention relates to a 
compound of the following formula, 




(XIII) 

20 

where (a) R 5 is selected from the group consisting of, 

(i) alkyl that is optionally substituted 

with a monocyclic or bicyclic five, six, eight, nine, or 
ten rnembered heterocyclic ring, where the ring is option- 
25 ally substituted with one or more halogen, or 
trihalomethyl substituents ; 
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(ii) five, six, eight, nine, or ten 

membered monocyclic or bicyclic heterocyclic ring, where 
the ring is optionally substituted with one or more 
halogen or trihalomethyl subst ituents ; 
5 (iii) a ketone of formula -CO-R 10 , where R 10 

is selected from the group consisting of hydrogen, alkyl, 
or a five or six membered heterocyclic ring; 

(iv) a carboxylic acid of formula -(R u )n- 
COOH or ester of formula - (R 12 ) -C00-R 13 , where R n , R 12 , and 

10 R 13 and are independently selected from the group consist- 
ing of alkyl or a five or six membered heterocyclic ring 
and m and n are independently 0 or 1; 

(v) halogen; 

(vi) an alcohol of formula (R 14 ) m -OH or an 
15 ether of formula - (R 14 ) n -0-R 15 , where R 14 and R 15 are inde- 
pendently selected from the group consisting of alkyl and 
a five or six membered heterocyclic ring and m and n are 
independently 0 or 1; 

(vii) -NR 16 R 17 , where R 16 and R 17 are independ- 
20 ently selected from the group consisting of hydrogen, 

alkyl, and a five or six membered heterocyclic ring; 

(viii) -NHC0R 18 , where R 18 is selected from the 
group consisting of alkyl, and a five or six membered 
heterocyclic ring, where the ring is optionally substi- 

25 tuted with alkyl, halogen, carboxylate, or ester; 

(ix) -SO 2 NR 19 R 20 , where R 19 and R 20 are 
selected from the group consisting of hydrogen, alkyl, and 
a five or six membered heterocyclic ring; 

(x) any two of R 4 , R 5 , R 6 , or R 7 taken 
30 together form a bicyclic or tricyclic hetercyclic moiety 

fused to the six membered ring of the oxindole, where each 
ring in the multicyclic moiety is a five or six membered 
heterocyclic ring; 
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(b) R x is selected from the group consisting of a 
five, six, eight, nine, and ten membered monocyclic or 
bicyclic heterocyclic ring, where the ring is optionally 
substituted with one or more substituents selected from 
5 the group consisting of 

(i) hydrogen and alkyl that is optionally 
substituted with a monocyclic or bicyclic five, six, 
eight, nine, or ten membered heterocyclic ring, where the 
ring is optionally substituted with one or more halogen, 

10 or trihalomethyl substituents; 

(ii) five, six, eight, nine, or ten 
membered monocyclic or bicyclic heterocyclic ring, where 
the ring is optionally substituted with one or more 
halogen or trihalomethyl substituents; 

15 (iii) a ketone of formula -CO-R 21 , where R 21 

is selected from the group consisting of hydrogen, alkyl, 
or a five or six membered heterocyclic ring; 

(iv) a carboxylic acid of formula -(R 22 )n~ 
COOH or ester of formula - (R 23 ) -COO-R 24 , where R 22 , R 23 , and 

20 R 24 and are independently selected from the group consist- 
ing of alkyl or a five or six membered heterocyclic ring 
and m and n are independently 0 or 1; 

(v) halogen; 

(vi) an alcohol of formula (R 25 )m-OH or an 
25 ether of formula - (R 25 ) n ~°~R26/ where R 25 and R 26 are inde- 
pendently selected from the group consisting of alkyl and 
a five or six membered heterocyclic ring and m and n are 
independently 0 or 1; 

(vii) -NR 27 R 28 , where R 27 and R 2B are independ- 
30 ently selected from the group consisting of hydrogen, 

alkyl, and a five or six membered heterocyclic ring; 

(viii) -NHCOR 29 , where R 29 is selected from the 
group consisting of alkyl, and a five or six membered 
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heterocyclic ring, where the ring is optionally substi- 
tuted with alkyl, halogen, carboxylate, or ester; 

(ix) -SO 2 NR 30 R 31 , where R 30 and R 31 are 

selected from the group consisting of hydrogen, alkyl, and 
5 a five or six membered heterocyclic ring; 

(c) R A , R 6 , and R 7 are independently selected from the 
group consisting of, 

(i) hydrogen and alkyl that is optionally 
substituted with a monocyclic or bicyclic five, six, 

10 eight, nine, or ten membered heterocyclic ring, where the 
ring is optionally substituted with one or more halogen, 
or trihalomethyl substituents; 

(ii) five, six, eight, nine, or ten 
membered monocyclic or bicyclic heterocyclic ring, where 

15 the ring is optionally substituted with one or more 
halogen or trihalomethyl substituents; 

(iii) a ketone of formula -CO-R 32 , where R 32 
is selected from the group consisting of hydrogen, alkyl, 
or a five or six membered heterocyclic ring; 

20 (iv) a carboxylic acid of formula -(R 33 )n- 

COOH or ester of formula - (R 34 ) -COO-R 35 , where R 33/ R 34 , and 
R 35 and are independently selected from the group consist- 
ing of alkyl or a five or six membered heterocyclic ring 
and m and n are independently 0 or 1; 

25 (v) halogen; 

(vi) an alcohol of formula (R 36 )m-OH or an 
ether of formula - (R 36 ) n -0-R 37 , where R 36 and R 37 are inde- 
pendently selected from the group consisting of alkyl and 
a five or six membered heterocyclic ring and m and n are 

3 0 independently 0 or 1; 

(vii) -NR 38 R 39 , where R 38 and R 39 are independ- 
ently selected from the group consisting of hydrogen, 
alkyl, and a five or six membered heterocyclic ring; 
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(viii) -NHCOR 40 , where R 40 is selected from the 

group consisting of alkyl, and a five or six membered 
heterocyclic ring, where the ring is optionally substi- 
tuted with alkyl, halogen, carboxylate, or ester; 
5 (ix) -S0 2 NR 41 R 42 , where R 41 and R 42 are 

selected from the group consisting of hydrogen, alkyl, and 
a five or six membered heterocyclic ring; and 
(d) R 2 is hydrogen or alkyl. 

In preferred embodiments of the invention shown in 
10 structure XIII above one or more of R 1# R 4 , R 5 , R 6 , or R 7 
are a heterocyclic ring. Preferred heterocycles of the 
invention are described herein. 

Another preferred embodiment of the invention shown 
in structure XIII above is an indolinone compound, where 
15 Rj is (3, 5-dimethylpyrrol) -2-yl, R 5 is -COOH, and R 2 , R 4 , 
R 6 , and R 7 are hydrogen. 

Another preferred embodiment of the invention shown 
in structure XIII above is an indolinone compound, where 
R x is (3, 5-diethylpyrrol) -2-yl, R 5 is -COOH, and R 2 , R 4 , R 6 , 
20 and R 7 are hydrogen. 

Another preferred embodiment of the invention shown 
in structure XIII above is an indolinone compound, where 
Rj is (3, 5-diisopropylpyrrol) -2-yl, R 5 is -COOH, and R 2 , R 4 , 
R 6 , and R 7 are hydrogen. 
25 Another preferred embodiment of the invention shown 

in structure XIII above is an indolinone compound, where 
R x is (3, 5-dimethylpyrrol) -2-yl, R 5 is -(CH 2 ) 2 COOH, and R 2/ 
R 4 , R 6 , and R 7 are hydrogen. 

Another preferred embodiment of the invention shown 
30 in structure XIII above is an indolinone compound, where 
R x is (5-methylthiophene) -2-yl, R 5 is -COOH, and R 2 , R 4 , R 6 , 
and R 7 are hydrogen. 
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In another aspect, the invention features a method of 
synthesizing an indolinone compound, where the method 
comprises the steps of: 

(a) reacting an aldehyde of formula XIV with an 
5 oxindole of formula XV, 



XIV 



XV 




where R lf R 2 , R 3 , R 4 , R 5 , R 6/ r 7 , r 8/ r ^ Riq , and Rn are as 

10 described herein; and 

(b) separating the indolinone compound from the 
aldehyde and oxindole reactants. 

In another aspect, the invention features an 
indolinone compound having a substituent at the 3 position 

15 of the oxindole ring, where the substituent at the 3 
position of the oxindole ring is selected from the group 
consisting of five-membered or six-membered heterocyclic 
rings. The oxindolonine is further substituted with 
groups enhancing hydrosolubility as set forth below. 

20 A preferred embodiment of the invention relates to a 

compound of the following formula: 
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wherein 

(a) A is a five membered heterocyclic ring selected 
from the following group consisting of thiophene, pyrrole, 

5 pyrazole, imidazole, 1 , 2 , 3-triazole, 1 , 2 , 4 -triazole, 
oxazole, isoxazole, thiazole, isothiazole, furan, 1,2,3- 
oxadiazole, 1/2, 4 -oxadiazole , 1, 2, 5-oxadiazole, 1,3,4- 
oxadiazole, 1,2,3, 4 -oxa triazole, 1,2,3, 5 -oxa triazole, 
1,2, 3-thiadiazole, 1,2, 4-thiadiazole, 1,2, 5-thiadiazole, 
10 1,3, 4-thiadiazole, 1,2,3, 4 - thiat ria zole , 1,2,3,5- 

thiatriazole, and tetrazole 

(b) m is zero, 1, or 2; 

(c) R a is hydrogen, Ci-Ce alkyl or C 2 -C 6 alkanoyl; 

(d) one of R 2 and R 3 independently is hydrogen and the 
15 other is a substituent selected from: 

(1) a Ci-Cg alkyl group substituted by 1, 2 or 3 
hydroxy groups; 

(2) S0 3 R 4 in which R 4 is hydrogen or Cj-Ce alkyl 
unsubstituted or substituted by 1, 2 or 3 hydroxy groups; 

20 (3) S0 2 NHR 5 in which R 5 is as R 4 defined above or 

a - (CH 2 ) n -N (C x -C 6 alkyl) 2 group in which n is 2 or 3; 

(4) COOR 6 in which R 6 is C!-C 6 alkyl unsubstituted 
or substituted by phenyl or by 1, 2 or 3 hydroxy groups or 
phenyl ; 
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(5) CONHR 7 in which R 7 is hydrogen, phenyl or C x - 
C 6 alkyl substituted by 1, 2 or 3 hydroxy groups or by 
phenyl ; 

(6) NHS0 2 R e in which R 8 is C 1 -C e alkyl or phenyl 
5 unsubstituted or substituted by halogen or by Cj-C 4 alkyl; 

(7) N(R 9 ) 2 , NHR 9 or 0R 9 wherein R 9 is C 2 -C 6 alkyl 
substituted by 1, 2 or 3 hydroxy groups; 

(8) NHCOR 10 , OOCR 10 or CH 2 OOCR 10 in which R 10 is d- 
C 6 alkyl substituted by 1, 2 or 3 hydroxy groups; 

10 (9) NHCONH 2 ; NH-C (NH 2 ) =NH; C(NH 2 )=NH; 

CH 2 NHC(NH 2 )=NH; CH 2 NH 2 ; OPO(OH) 2 ; CH 2 OPO(OH) 2 ; PO(OH) 2 ; or a 

/ \ 
XN Z 

\ / 

group wherein X is selected from the group consisting of 
CH 2 , S0 2 , CO, or NHCO(CH 2 ) p in which p is 1,2, or 3 and Z is 

15 CH2, O or N-R u in which R n is hydrogen or is as R 9 
defined above. 

The term "alkanoyl" refers to a chemical moiety with 
formula -(R) n -CO-R' , where R and R' are selected from the 
group consisting of alkyl or aryl and n is 0 or 1. 

20 Inhibitors of protein kinase catalytic activity are 

known in the art. Small molecule inhibitors typically 
block the binding of substrates by tightly interacting 
with the protein kinase active-site. Indolinone com- 
pounds, for example, can bind to the active-site of a 

25 protein kinase and inhibit the molecule effectively, as 
measured by inhibition constants on the order of 10~ 6 M. 

A preferred embodiment of the invention relates to an 
hydrosoluble indolinone compound that inhibits the cata- 
lytic activity of a FLK protein kinase. The indolinone 

30 preferably inhibits the catalytic activity of the FLK 
protein kinase with an IC 50 less than 50 ytM, more prefera- 
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bly with an IC 50 less than 5 pM, and most preferably with 
an IC 60 less than 0.5 [iM. 

In another aspect, the invention features a method of 
synthesizing a hydrosoluble indolinone compound, where the 
method comprises the steps of: 

(a) reacting an aldehyde of formula XVI with an 
oxindole of formula XVII, 




XVII 

where 

(a) A is a five or six membered ring comprised of 
atoms selected from the group consisting of oxygen, 
carbon, sulfer and nitrogen 

(b) m is zero, 1, or 2; 
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(c) R x is hydrogen, Ci-Ce alkyl or C 2 -C 6 alkanoyl; 

(d) one of R 2 and R 3 independently is hydrogen and the 
other is a substituent selected from: 

(1) a Ci-Cg alkyl group substituted by 1, 2 or 3 
5 hydroxy groups; 

(2) S0 3 R 4 in which R 4 is hydrogen or C x -C e alkyl 
unsubstituted or substituted by 1, 2 or 3 hydroxy groups; 

(3) S0 2 NHR 5 in which R 5 is as R 4 defined above or 
a - (CH 2 ) n -N (Ci-Ce alkyl) 2 group in which n is 2 or 3; 

10 (4) COOR 6 in which R 6 is C 1 -C e alkyl unsubstituted 

or substituted by phenyl or by 1, 2 or 3 hydroxy groups or 
phenyl ; 

(5) C0NHR 7 in which R 7 is hydrogen, phenyl or C^- 
C 6 alkyl substituted by 1, 2 or 3 hydroxy groups or by 

15 phenyl; 

(6) NHS0 2 R 8 in which R 8 is C^C^ alkyl or phenyl 
unsubstituted or substituted by halogen or by C^C alkyl; 

(7) N{R 9 ) 2 , NHR 9 or OR 9 wherein R 9 is C 2 -C 6 alkyl 
substituted by 1, 2 or 3 hydroxy groups; 

20 (8) NHCOR 10/ OOCR 10 or CH 2 OOCR 10 in which R 10 is C x - 

C 6 alkyl substituted by 1, 2 or 3 hydroxy groups; 

(9) NHCONH 2 ; NH-C (NH 2 ) =NH; C (NH )=^i; 

CH 2 NHC(NH 2 )=NH; CH 2 NH 2 ; OPO(OH) 2 ; CH 2 OPO(OH) 2 ; P0(0H) 2 ; or a 

/ \ 

XN Z 

\ / 

25 group wherein X is selected from the group consisting of 
CH 2 , S0 2 , CO, or NHCO(CH 2 ) p in which p is 1,2, or 3 and Z is 
CH2, O or N-R lx in which R X1 is hydrogen or is as R 9 
defined above; and 

(b) separating the indolinone compound from the 
30 % aldehyde and oxindole reactants. 

Another aspect of the invention features a pharmaceu- 
tical composition comprising an oxidolinone compound of 
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the invention and a physiologically acceptable carrier or 
diluent . 

In the embodiments set forth below, several preferred 
subclasses of compounds having activity against Flk are 
set forth. Thus, in one embodiment, the invention pro- 
vides compounds having the formula: 




wherein 

R x is hydrogen or alkyl (preferably lower alkyl, more 
preferably methyl) ; 

R 2 is oxygen or sulfur; 
R 3 is hydrogen or methyl; 

R 4 , R 5 , R 6 , and R 7 are each independently selected from 
the group consisting of hydrogen (preferably at least two 
or three of R 4 , R 5 , R 6 and R 7 are hydrogen) , alkyl (prefera- 
bly lower alkyl, more preferably methyl), halogen, N0 2 , and 
NRR 1 ; 

R 2 ,, R 3 ., R 4 ,, R 5 ., and R 6 . are each independently 
selected from the group consisting of hydrogen, alkyl, 
halogen, N0 2 , NRR f (where taken together NRR 1 may form a 
five or six member non-aromatic heterocyc optionally 
substituted with COH) , OH, ORNRR 1 , and OR; 
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R is hydrogen, alkyl or aryl; and 
R' is hydrogen, alkyl or aryl. 

In another embodiment, the invention provides com- 
pounds having the formula: 

5 




wherein 

R x is hydrogen or alkyl (preferably lower alkyl, more 
preferably methyl); 
10 R 2 is oxygen or sulfer; 

R 3 is hydrogen or methyl; 

R 4 , R 5 , R € , and R 7 are each independently selected from 
the group consisting of hydrogen, alkyl (preferably lower 
alkyl, more preferably methyl), halogen, and NRR 1 ; 
15 R 2'/ R 3'/ R<'* and R 5 ., are each independently selected 

from the group consisting of hydrogen, alkyl, halogen, and 
(alkyl) n C0 2 R; 

R is hydrogen, alkyl or aryl; and 

R 1 is hydrogen, alkyl or aryl. 
20 In another embodiment, the invention provides com- 

pounds having the formula: 
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wherein 

R lf R 2 , and R 3 , are each independently selected from 
the group consisting of hydrogen, alkyl, halogen, and 
5 (alkyl) n CO ? R; 

R 4 , R 5 , R 6 , and R 7 are each independently selected from 
the group consisting of hydrogen, alkyl (preferably lower 
alkyl, more preferably methyl), halogen, and NRR 1 ; 
R 8 and R 9 are independently hydrogen or alkyl; 
10 R is hydrogen, alkyl or aryl; and 

R 1 is hydrogen, alkyl or aryl. 

In another embodiment, the invention provides com- 
pounds having the formula: 




R 7 Rg 



15 (XVIII) 
wherein 

R 1W R 2 ,, R 3 ., R 4 . and R 7 are each independently selected 
from the group consisting of hydrogen, alkyl (preferably 
20 lower alkyl, more preferably methyl), halogen and NRR 1 ; 
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R e and R 9 are independently hydrogen or alkyl; 
R is hydrogen, alkyl or aryl; and 
R 1 is hydrogen, alkyl or aryl. 

In another aspect, the invention features a method of 
5 synthesizing an indolinone compound, where the method 
comprises the steps of: 

(a) reacting an appropriate aldehyde with an 
appropriate oxindole, 

(b) separating the indolinone compound from the 
10 aldehyde and oxindole reactants. 

In another aspect, the invention features an 
indolinone compound, salt, ester, amide, prodrug, isomer, 
or metabolite thereof that modulates the catalytic activ- 
ity of a protein kinase. 

15 The term "modulates" refers to the ability of a 

compound to alters the catalytic activity of a protein 
kinase. A modulator preferably activates the catalytic 
activity of a protein kinase, more preferably activates or 
inhibits the catalytic activity of a protein kinase 

20 depending on the concentration of the compound exposed to 
the protein kinase, or most preferably inhibits the 
catalytic activity of a protein kinase. 

The term "protein kinase" defines a class of proteins 
that regulate a variety of cellular functions. Protein 

25 kinases regulate cellular functions by reversibly phos- 
phorylating protein substrates which thereby changes the 
conformation of the substrate protein. The conformational 
change modulates catalytic activity of the substrate or 
its ability to interact with other binding partners. 

30 The term "catalytic activity", in the context of the 

invention, defines the rate at which a protein kinase 
phosphorylates a substrate. Catalytic activity can be 
measured, for example, by determining the amount of a 
substrate converted to a product as a function of time. 
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Phosphorylation of a substrate occurs at the active-site 
of a protein kinase. The active-site is normally a cavity 
in which the substrate binds to the protein kinase and is 
phosphor yla ted . 

A preferred embodiment of the invention relates to an 
indolinone compound that inhibits the catalytic activity 
of a FLK protein kinase- The indolinone preferably 
inhibits the catalytic activity of the FLK protein kinase 
with an IC50 less than 50 pM, more preferably with an IC50 
less than 5 pM, and most preferably with an IC50 less than 
0-5 pM. 

The term "FLK" refers to a protein kinase that 
phosphorylates protein substrates on tyrosine residues. 
The FLK protein kinase regulates cellular functions in 
response to the VEGF growth factor. These cellular 
functions include, but are not limited to, cellular 
proliferation, and in particular, blood vessel prolifera- 
tion in tissues. 

The term >% IC 50 ", in the context of the invention, 
refers to a parameter that describes the concentration of 
a particular indolinone required to inhibit 50% of the FLK 
protein kinase catalytic activity. The IC 50 parameter can 
be measured using an assay described herein and by varying 
the concentration of a particular indolinone compound. 

Another aspect of the invention features a pharmaceu- 
tical composition comprising, consisting essentially of, 
or consisting of an indolinone compound, salt, ester, 
amide, prodrug, isomer, or metabolite thereof of the 
invention and a physiologically acceptable carrier or 
diluent . 

The term "pharmaceutical composition" refers to a 
mixture of an indolinone compound of the invention with 
other chemical components, such as diluents or carriers. 
The pharmaceutical composition facilitates administration 
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of the compound to an organism. Multiple techniques of 
administering a compound exist in the art including, but 
not limited to, oral, injection, aerosol, parenteral, and 
topical administration. Pharmaceutical compositions can 
5 also be obtained by reacting compounds with inorganic 
acids such as hydrochloric acid, hydrobromic acid, sulfu- 
ric acid, nitric acid, phosphoric acid, methanesulf onic 
acid, ethanesulf onic acid, p-toluenesulf onic acid, sali- 
cylic acid and the like. 

10 The term "physiologically acceptable" defines a 

carrier or diluent that does not cause significant irrita- 
tion to an organism and does not abrogate the biological 
activity and properties of the compound. 

The term "carrier" defines a chemical compound that 

15 facilitates the incorporation of a compound into cells or 
tissues. For example dimethyl sulfoxide (DMSO) is a 
commonly utilized carrier as it facilitates the uptake of 
many organic compounds into the cells or tissues of an 
organism. 

20 The term "diluent" defines chemical compounds diluted 

in water that will dissolve the compound of interest as 
well as stabilize the biologically active form of the 
compound. Salts dissolved in buffered solutions are 
utilized as diluents in the art. One commonly used 

25 buffered solution is phosphate buffered saline because it 
mimics the salt conditions of human blood. Since buffer 
salts can control the pH of a solution at low concentra- 
tions, a buffered diluent rarely modifies the biological 
activity of a compound. 

30 Another aspect of the invention features a method of 

preventing or treating an abnormal condition in an organ- 
ism. The abnormal condition is associated with an aberra- 
tion in a signal transduction pathway characterized by an 
interaction between a protein kinase and a natural binding 
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partner. The method comprises the following steps: (a) 
administering a compound of the invention to an organism; 
and (b) promoting or disrupting the abnormal interaction. 

The term "preventing" refers to a method of barring 
the organism from acquiring the abnormal condition. 

The term "treating" refers to a method of alleviating 
or abrogating the abnormal condition in the organism. 

The term "organism" relates to any living entity 
comprised of at least one cell. An organism can be as 
simple as one eukaryotic cell or as complex as a mammal. 

The term "abnormal condition" refers to a function in 
the cells or tissues of an organism that deviates from 
their normal functions in that organism. An abnormal 
condition can relate to cell proliferation, cell differen- 
tiation, or cell survival. 

Aberrant cell proliferative conditions include 
cancers such as fibrotic and mesangial disorders, abnormal 
angiogenesis and vasculogenesis, wound healing, psoriasis, 
diabetes mellitus, and inflammation. 

Aberrant differentiation conditions include, but are 
not limited to neurodegenerative disorders, slow wound 
healing rates, and tissue grafting techniques. 

Aberrant cell survival conditions relate to condi- 
tions in which programmed cell death (apoptosis) pathways 
are activated or abrogated. A number of protein kinases 
are associated with the apoptosis pathways. Aberrations 
in the function of any one of the protein kinases could 
lead to cell immortality or premature cell death. 

Cell proliferation, differentiation, and survival are 
phenomena simply measured by methods in the art. These 
methods can involve observing the number of cells or the 
appearance of cells under a microscope with respect to 
time (days) . 
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The term "administering" relates to a method of 
incorporating a compound into cells or tissues of an 
organism. The abnormal condition can be prevented or 
treated when the cells or tissues of the organism exist 
5 within the organism or outside of the organism. Cells 
existing outside the organism can be maintained or grown 
in cell culture dishes. For cells harbored within the 
organism, many techniques exist in the art to administer 
compounds, including (but not limited to) oral, paren- 
10 teral, dermal, injection, and aerosol applications. For 
cells outside of the organism, multiple techniques exist 
in the art to administer the compounds, including (but not 
limited to) cell microinjection techniques, transformation 
techniques, and carrier techniques. 
15 The aberrant condition can also be prevented or 

treated by administering a group of cells having an 
aberration in a signal transduction process to an organ- 
ism. The effect of administering a compound on organism 
function can then be monitored. The art contains multiple 
20 methods of introducing a group of cells to an organism as 
well as methods of administering a compound to an organ- 
ism. The organism is preferably a frog, more preferably 
a mouse, rat, rabbit, guinea pig, or goat, and most 
preferably a monkey or ape. 
25 The term "signal transduction pathway" refers to the 

molecules that propagate an extracellular signal through 
the cell membrane to become an intracellular signal. This 
signal can then stimulate a cellular response. The 
polypeptide molecules involved in signal transduction 
30 processes are typically receptor and non-receptor protein 
kinases, receptor and non-receptor protein phosphatases, 
nucleotide exchange factors, and transcription factors. 
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The term "aberration'', in conjunction with a signal 
transduction process, refers to a protein kinase that is 
over- or under-expressed in an organism, mutated such that 
its catalytic activity is lower or higher than wild-type 
5 protein kinase activity, mutated such that it can no 
longer interact with a natural binding partner, is no 
longer modified by another protein kinase or protein 
phosphatase, or no longer interacts with a natural binding 
partner . 

10 The term "natural binding partner" refers to a 

polypeptide that normally binds to the intracellular 
region of a protein kinase in a cell. These natural 
binding partners can play a role in propagating a signal 
in a protein kinase signal transduction process. The 

15 natural binding partner can bind to a protein kinase 
intracellular region with high affinity. High affinity 
represents an equilibrium binding constant on the order of 
10" 6 M or less. However, a natural binding partner can 
also transiently interact with a protein kinase intracel- 

20 lular region and chemically modify it. Protein kinase 
natural binding partners are chosen from a group consist- 
ing of, but not limited to, src homology 2 (SH2) or 3 
(SH3) domains, other phosphoryl tyrosine binding (PTB) 
domains, and other protein kinases or protein 

25 phosphatases. 

The term "promoting or disrupting the abnormal 
interaction" refers to a method that can be accomplished 
by administering a compound of the invention to cells or 
tissues in an organism. A compound can promote an inter- 

30 action between a protein kinase and natural binding 
partners by forming favorable interactions with multiple 
amino acids at the complex interface. Alternatively, a 
compound can inhibit an interaction between a protein 
kinase and natural binding partners by compromising 
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favorable interactions formed between amino acids at the 
complex interface . 

A preferred embodiment of the invention relates to 
the method of treating an abnormal condition in an organ- 
5 ism, where the organism is a mammal. 

The term "mammal" refers preferably to such organisms 
as mice, rats, rabbits, guinea pigs, and goats, more 
preferably to monkeys and apes, and most preferably to 
humans • 

10 Another preferred embodiment of the invention relates 

to a method of treating or preventing an abnormal condi- 
tion associated with the FLK protein kinase. 

Another preferred embodiment of the invention relates 
to an indolinone compound that inhibits the catalytic 

15 activity of a platelet derived growth factor protein 
kinase. The indolinone preferably inhibits the catalytic 
activity of the platelet derived growth factor protein 
kinase with an IC 50 less than 50 pM, more preferably with 
an IC 50 less than 5 pM, and most preferably with an IC 50 

20 less than 0.5 pM. 

The term "platelet derived growth factor" refers to 
a protein kinase that phosphorylates substrates on tyro- 
sine residues. The platelet derived growth factor protein 
kinase regulates cellular functions in response to the 

25 PDGF growth factor. These cellular functions include, but 
are not limited to, cellular proliferation. 

The chemical formulae referred herein may exhibit the 
phenomena of tautomerism or structural isomerism. For 
example, the compounds described herein may be adopt a cis 

30 or trans conformation about the double bond connecting the 
indolinone 3-substituent to the indolinone ring, or may be 
mixtures of cis and trans isomers. As the formulae 
drawing within this specification can only represent one 
possible tautomeric or structural isomeric form, it should 
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be understood that the invention encompasses any tauto- 
meric or structural isomeric form, or mixtures thereof, 
which possesses the ability to regulate, inhibit and/or 
modulate tyrosine kinase signal transduction or cell 
5 proliferation and is not limited to any one tautomeric or 
structural isomeric form utilized within the formulae 
drawing . 

In addition to the above-described compounds, the 
invention is further directed, where applicable, to 

10 solvated as well as unsolvated forms of the compounds 
(e.g. hydrated forms) having the ability to regulate 
and/or modulate cell proliferation. 

The compounds described herein may be prepared by any 
process known to be applicable to the preparation of 

15 chemically-related compounds. Suitable processes are 
illustrated in the examples. Necessary starting materials 
may be obtained by standard procedures of organic chemis- 
try . 

An individual compound's relevant activity and 
20 efficacy as an agent to affect receptor tyrosine kinase 
mediated signal transduction may be determined using 
available techniques. Preferentially, a compound is 
subjected to a series of screens to determine the com- 
pound's ability to modulate, regulate and/or inhibit cell 
25 proliferation. These screens, in the order in which they 
are conducted, include biochemical assays, cell growth 
assays and in vivo experiments. 

The summary of the invention described above is not 
limiting and other features and advantages of the inven- 
30 tion will be apparent from the following detailed descrip- 
tion of the invention, and from the claims. 

Brief Descr iption of the Drawings and Tables 

Figure 1 shows illustrative type A oxindoles. 
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Figure 2 shows illustrative type B aldehydes. 
Table 1 depicts examples of compounds of the inven- 
tion. The table illustrates the molecular structure of 
each indolinone, the molecular weight of the compound, and 
5 the chemical formula of the compound. 

Table 2 depicts the biological activity of select 
compounds of the invention. Listed are the chemical 
structure of the compound with IC 50 values measured in FLK- 
1 biological inhibition assays. 
10 Table 3 shows preferred indole based aldehydes that 

can be used in the present invention. 

Table 4 shows preferred oxindoles that can be used in 
the present invention. 

Table 5 depicts examples of compounds of the inven- 
15 tion. The table illustrates the molecular structure of 
each indolinone, the molecular weight of the compound, and 
the chemical formula of the compound. 

Tables 6 and 7 depicts the biological activity of 
select compounds of the invention. Listed are the chemi- 
20 cal structure of the compound with IC 50 values measured in 
FLK-1 and platelet derived growth factor protein kinase 
(PDGFR) biological inhibition assays. 

Table 8 depicts examples of compounds of the inven- 
tion. The table illustrates the molecular structure of 
25 exemplary indolinones and the biological activity of 
select compounds of the invention. Listed are the chemi- 
cal structure of the compound with IC 50 values measured in 
FLK-1 biological inhibition assays. 

Table 9 lists exemplary compounds of the invention. 
30 Table 10 shows FLK activity data for illustrative 

compounds of the invention. 

Table 11 shows type A oxindols. 
Table 12 shows type B aldehydes. 
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Table 13 shows the names of several indolinone 
compounds of the present invention. 

Table 14 shows kinase data for the compounds listed 
in Table 13 as determined using the assays described 
5 herein. 

Detailed Description of the Invention 

The invention is directed in part towards 
designing protein kinase inhibitors that obliterate tumors 

10 by severing their sources of sustenance- The inhibitors 
are designed to specifically bind protein kinases over- 
expressed in the vasculature that supply tumors with 
sustenance. One such protein kinase target is FLK-1, 
which is over-expressed in the proliferating endothelial 

15 cells of a growing tumor, but not in the surrounding 
quiescent endothelial cells. Plate et al., 1992, Nature 
359:845-848. 

FLK-1 is activated upon binding VEGF, a strong 
regulator for endothelial cell proliferation as well as 

20 normal and pathological angiogenesis . Klagsburn and 
Soker, 1993, Current Biology 3:699-702. Thus, compounds 
that specifically inhibit the FLK protein kinase are 
potential anti-cancer agents as they may decrease the 
vasculature that nourishes tumors. These inhibitors will 

25 most likely result in minimizing and even obliterating 
solid tumors. In addition, compounds that specifically 
inhibit FLK will potentially represent a new generation of 
cancer therapeutics as they will most likely cause few 
side effects. These potential properties are a welcome 

30 improvement over the currently utilized cancer therapeu- 
tics that cause multiple side effects and deleteriously 
weaken patients. 
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Synthesis of Indolinone Compounds 

The indolinone compounds of the invention are synthe- 
sized by reacting an aldehyde with an oxindol as shown in 
the examples provided herein. Descriptions of methods for 
5 synthesizing indolinone compounds are provided in the 
examples described herein. The examples fully describe 
the solvents, temperatures, separation techniques, and 
other conditions utilized for the invention. Other 
synthetic techniques, such as those described in Interna- 
10 tional patent publications WO 96/22976, published August 
1, 1996 by Ballinari et al . , and WO 96/40116, published 
December 19, 1996 by Tang et al. may also be used or 
adapted by those skilled in the art to make the compounds 
of the present invention. Descriptions of the methods used 
15 to specifically synthesize the indolinone compounds of the 
invention, are disclosed herein. 

geological Activity of Indolinone Compound? 

Indolinone compounds of the invention can be tested 
for their ability to activate or inhibit protein kinases 
in biological assays. The methods used to measure 
indolinone modulation of protein kinase function are 
described herein. Indolinone compounds of the invention 
were tested for their ability to inhibit the FLK protein 
kinase. The biological assay and results of these inhibi- 
tion studies are reported herein. 

Target Diseases to be Treated by Indolinone Compounds 

Protein kinases are essential regulatory molecules 
30 that control a variety of cellular functions. For this 
reason, any alteration in the function of a protein kinase 
can cause an abnormal condition in an organism. One of 
the many functions controlled by protein kinases is cell 
proliferation . 



20 



25 
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Alterations in the function of a protein kinase that 
normally regulates cell proliferation can lead to enhanced 
or decreased cell proliferative conditions evident in 
certain diseases. Aberrant cell proliferative conditions 
5 include cancers such as fibrotic and mesangial disorders, 
abnormal angiogenesis and vasculogenesis, wound healing, 
psoriasis, restenosis, diabetes mellitus, and inflamma- 
tion . 

Fibrotic disorders and mesangial cell proliferative 
0 disorders are described in International Patent Publica- 
tion No. WO 96/40116, published December 19, 1996 by Tang 
et al . 

Angiogenic and vasculogenic disorders result from 
excess proliferation of blood vessels. Blood vessel 

5 proliferation is necessary in a variety of normal physio- 
logical processes such as embryonic development, corpus 
luteum formation, wound healing and organ regeneration. 
However, blood vessel proliferation is also essential in 
cancer tumor development. Other examples of blood vessel 

0 proliferative disorders include arthritis, where new 
capillary blood vessels invade the joint and destroy 
cartilage. In addition, blood vessel proliferative 
diseases include ocular diseases, such as diabetic reti- 
nopathy, where new capillaries in the retina invade the 

5 vitreous, bleed and cause blindness. Conversely, disor- 
ders related to the shrinkage, contraction or closing of 
blood vessels, such as restenosis, are also implicated in 
adverse regulation of RPKs or RPPs . 

Moreover, vasculogenesis and angiogenesis are associ- 

0 ated with the growth of malignant solid tumors and metas- 
tasis. A vigorously growing cancer tumor requires a 
nutrient and oxygen rich blood supply to continue growing. 
As a consequence, an abnormally large number of capillary 
blood vessels often grow in concert with the tumor and act 
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as supply lines to the tumor. In addition to supplying 
nutrients to the tumor, the new blood vessels embedded in 
a tumor provide a gateway for tumor cells to enter the 
circulation and metastasize to distant sites in the 
5 organism. Folkman, 1990, J. Natl. Cancer Inst. 82:4-6. 

Angiogenic and vasculogenic disorders are closely 
linked to the FLK protein kinase. FLK-1 is activated upon 
binding VEGF, a strong regulator for endothelial cell 
proliferation as well as normal and pathological angiogen- 
ic) esis. Klagsburn and Soker, 1993, Current Biology 
3:699-702 . Thus, compounds that specifically inhibit the 
FLK protein kinase are potential anti-cancer agents as 
they may decrease the vasculature that nourishes tumors. 
These inhibitors will most likely result in minimizing and 
15 even obliterating solid tumors. In addition, compounds 
that specifically inhibit FLK will potentially represent 
a new generation of cancer therapeutics as they will most 
likely cause few side effects. These potential properties 
are a significant improvement over the currently utilized 
20 cancer therapeutics that cause multiple side effects and 
deleteriously weaken patients. 

In addition to cell proliferation, some RPKs and RPPs 
regulate the penultimate cellular functions, cell survival 
and cell death. Glial derived growth factor (GDNF) 
25 activates c-ret, for example, by bringing multiple c-ret 
receptors together into close proximity and promoting 
cross phosphorylation of the intracellular regions. 
Signal transduction molecules that form a complex with c- 
ret as a result of these phosphoryl moieties, such as grb- 
30 2, sos, ras, and raf, propagate a signal in the cell that 
promotes neural survival. Thus, compounds that promote 
the interactions of these stimulatory molecules of c-ret 
would enhance the activity of c-ret. Alternatively, 
protein phosphatases can remove the phosphoryl moieties 
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placed on the intracellular region of c-ret in response to 
GDNF, and thus inhibit the signaling capability of c-ret. 
Thus compounds that inhibit phosphatases of c-ret will 
enhance the signaling capacity of c-ret. In the context 
5 of the present invention, the c-ret protein kinase could 
be activated by indolinone compounds that are modified 
with substituents, particularly at the 5 position of the 
oxindole ring. 

c-ret is implicated in the development and survival 

10 of enteric, synaptic, and sensory neurons and neurons of 
the renal system upon stimulation by GDNF. Lack of 
function mutations in c-ret can lead to Hirschsprung's 
disease, for example, which manifests itself as a decrease 
in intestinal tract innervation in patients. Thus, 

15 compounds that activate c-ret are potential therapeutic 
agents for the treatment of neurodegenerative disorders, 
including, but not limited to, Hirschsprung's disease, 
Parkinson's disease, Alzheimer's disease, and amyotrophic 
lateral sclerosis. Compounds that inhibit c-ret function 

20 are possible anti-cancer agents as over-expression of ret 
in cells is implicated in cancers, such as cancer of the 
thyroid . 

Pharmaceutical Compositions and Administration of Indoli- 

2 5 none Compounds 

Methods of preparing pharmaceutical formulations of 
the compounds, methods of determining the amounts of 
compounds to be administered to a patient, and modes of 
administering compounds to an organism are disclosed in 

30 International Patent Publication No. WO 96/22976, pub- 
lished August 1, 1996 by Ballinari et al . , which is 
incorporated herein by reference in its entirety, includ- 
ing any drawings. Those skilled in the art will appreci- 
ate that such descriptions are applicable to the present 
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of such action and possible uses for such compounds are 
described in International Patent Publication WO 96/40116, 
published December 19, 1996 by Tang et al . 
5 The compounds described herein can be administered to 

a human patient per se, or in pharmaceutical compositions 
where it is mixed with suitable carriers or excipient (s) . 
Techniques for formulation and administration of the 
compounds of the instant application may be found in 
10 "Remington's Pharmaceutical Sciences," Mack Publishing 
Co., Easton, PA, latest edition or in International Patent 
Publication No. WO 96/40116, published December 19, 1996 
by Tang et al . 

15 Effective Pp?3g€> 

Pharmaceutical compositions suitable for use in the 
present invention include compositions wherein the active 
ingredients are contained in an amount effective to 
achieve its intended purpose. More specif ically, a 

20 therapeutically effective amount means an amount of 
compound effective to prevent, alleviate or ameliorate 
symptoms of disease or prolong the survival of the subject 
being treated. Determination of a therapeutically effec- 
tive amount is well within the capability of those skilled 

25 in the art, especially in light of the detailed disclosure 
provided herein and in International Patent Publication 
No. WO 96/40116, published December 19, 1996 by Tang et 
al. 

30 packaging 

The compositions may, if desired, be presented in a 
pack or dispenser device which may contain one or more 
unit dosage forms containing the active ingredient accord- 
ing to the description provided in International Patent 
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Publication No. WO 96/40116, published December 19, 1996 
by Tang et al. 

pimple? 

5 The examples below are not limiting and are merely 

representative of various aspects and features of the 
present invention. The examples demonstrate methods of 
synthesizing indolinone compounds of the invention. The 
examples also demonstrate the specificity as well as the 
10 potency with which these compounds inhibit protein kinase 
function in cells. 



Example 1: Compound Synthesis 

15 The compounds of the present invention may be synthe- 

sized according to known techniques such as those de- 
scribed in International Patent Publication No. WO 
96/40116, published December 19, 1996 by Tang et al . The 
following represent preferred methods for synthesizing the 

20 compounds of the claimed invention. 



(a) Preparation of 4-Methyl-2-oxindole . Diethyl 
oxalate (30 niL) in 20 mL of dry ether was added with 
stirring to 19 g of potassium ethoxide suspended in 50 mL 

25 of dry ether. The mixture was cooled in an ice bath and 
20 mL of 3-nitro-o-xylene in 20 mL of dry ether was slowly 
added. The thick dark red mixture was heated to reflux 
for 0.5 hr, concentrated to a dark red solid, and treated 
with 10% sodium hydroxide until almost all of the solid 

30 dissolved. The dark red mixture was treated with 30% 
hydrogen peroxide until the red color changed to yellow. 
The mixture was treated alternatively with 10% sodium 
hydroxide and 30% hydrogen peroxide until the dark color 
was no longer present. The solid was filtered off and the 
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filtrate acidified with 6N hydrochloric acid. The result- 
ing precipitate was collected by vacuum filtration, washed 
with water, and dried under vacuum to give 9.8 g (45% 
yield) of l-methyl-6-nitrophenylacetic acid as an off- 
5 white solid. The sold was hydrogenated in methanol over 
10% palladium on carbon to give 9.04 g of the title 
compound as a white solid, 

(b) Preparation of 5-Nitro-2-oxindole . The 2- 
10 oxindole (6.5 g) was dissolved in 25 mL of concentrated 

sulfuric acid and the mixture maintained at -10 -15 °C 
while 2.1 mL of fuming nitric acid was added dropwise. 
After the addition of the nitric acid the reaction mixture 
was stirred at 0°C for 0.5 hr and poured into ice water. 
15 The precipitate was collected by filtration, washed with 
water and crystallized from 50% of the acetic acid. The 
final crystal was then filtered, washed with water and 
dried under vacuum to give 6 . 3g (70%) of 5-nitro-2- 
oxindole . 

20 

(c) Preparation of 5-Amino-2-oxindole . The 5-nitro- 
2-oxindole (6.3 g) was hydrogenated in methanol over 10% 
palladium on carbon to give 3.0 g (60% yield) of the title 
compound as a white solid. 

25 

(d) Preparation of 5-Fluoro-2-oxindole . 5-Fluoroi- 
satin (8.2 g) was dissolved in 50 mL of hydrazine hydrate 
and refluxed for 1 hr. The reaction mixtures were then 
poured in ice water. The precipitate was then filtered, 

30 washed with water and dried under vacuum oven to give 6.0 
g of 5-f luoro-2-oxindole (79% yield) . 

(e) Preparation of 5-Bromo-2-oxindole . 2-Oxindole 
(1.3 g) in 20 raL of acetonitrile was cooled to -10°C and 
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2.0 g of N-bromosuccinimide was slowly added with stir- 
ring. The reaction was stirred for 1 hour at -10°C and 2 
hours at 0°C. The precipitate was collected, washed with 
water and dried to give 1.9 g (90% yield) of the title 
5 compound . 

( f ) Preparation 5-Carboxy-2-oxindole 

Step 1. Synthesis of 5-Methoxycarbonyl-2- 

oxindole. 5-Iodo-2-oxindole (17g) was refluxed with 2g of 

10 palladium diacetate, 18.15g of triethylamine , 150 mL of 
methanol, 15 mL of dimethylsulf oxide and 2 . 6 g of DPPP in 
an atmosphere saturated with carbon monoxide. After 24 
hours, the reaction was filtered to remove the catalyst 
and the filtrate concentrated. The concentrate was 

15 chromatographed on a silica gel in 30% ethyl acetate in 
hexane. The fractions containing product were concen- 
trated and allowed to stand. The precipitated product was 
collected by vacuum filtration to give 0.8g (7%) of the 
title compound as an off-white solid. 

20 Step 2: Synthesis of 5-Carboxy-2-oxindole . 5- 

Methoxycarbonyl-2-oxindole (lg) and lg of sodium hydroxide 
in 20 mL of methanol was refluxed for 3 hours. The 
reaction mixture was cooled and concentrated to dryness. 
The residue was dissolved in water and extracted twice 

25 with ethyl acetate. The aqueous layer was acidified with 
6 N hydrochloric acid and the precipitated solid col- 
lected, washed with water, and dried to give 0.7g (78%) of 
the title compound as an off-white solid. 

30 (g) Preparation of 5-Carboxyethyl-2-oxindole 

Step 1: Synthesis of 5-Chloroacetyl-2- 

oxindole. Aluminum chloride (30.8 g) and 2-oxindole 
<5.0g) were added to 200 ml of carbon disulfide at room 
temperature and the mixture stirred. Chloroacetyl chlo- 
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ride (3.8 mL) was added and the stirring continued for 1 
hour. The mixture was heated to reflux for 3 hours, 
cooled and the solvent decanted. The residue was stirred 
in ice water until it became a solid suspension. The 
5 solid was collected by vacuum filtration, washed in water, 
and dried to give 7 . Og (90% yield) of the title compound. 

Step 2: Synthesis of 5-Chloroethyl-2-oxindole . 
5-Chloroacetyl-2-oxindole (7.0g) was added to 25 mL of 
trif luoroacetic acid and the mixture cooled in an ice bath 

10 with stirring. Triethylsilane (12.3 mL) was added 
dropwise over 2 minutes. The reaction was then stirred at 
room temperature for 4 hours and poured into ice water. 
Hexane was added, the mixture stirred vigorously, and the 
solid collected by vacuum siltation and washed with hexane 

15 to give 5 . 9g (91% yield) of the product as a white solid. 

Step 3: Synthesis of 5-Cyanoethyl-2-oxindole . 
Potassium cyanide (2.02 g) was added to 15 mL of 
dimethylsulf oxide and heated to 90°C 5-Chloroethyl-2- 
oxindole (3.0 g) dissolved in 5mL of dimethylsulf oxide was 

20 added slowly with stirring, and the reaction heated to 
150°C for 2 hours. The mixture was cooled, poured into ice 
water and the precipitate collected by vacuum filtration, 
washed with water, and dried to give crude product. The 
crude material was chromatographed on silica gel in 5% 

25 methanol in chloroform to give 1.2g (42% yield) of the 
title compound. 

Step 4: Synthesis of 5-Carboxyethyl-2- 
oxindole. 5-Cyanoethyl-2-oxindole (4.02g) in lOmL of 
water containing 25mL of concentrated hydrochloric acid 

30 was refluxed for 4 hours. The mixture was cooled, water 
added and the resulting solid collected by vacuum filtra- 
tion, washed with water and dried to give 1 . 9g (44% yield) 
of the title compound as a yellow solid. 
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(h) Preparation of 3, 5-Dimethylpyrrol-2-carboxal- 
dehyde 

5-Cyanoethly-2-oxindole (4.02g) in 10 mL of water 
containing 25mL of concentrated hydrochloric acid was 
5 refluxed for 4 hours. The mixture was cooled, water added 
and the resulting solid collected by vacuum filtration, 
washed with water and dried to give 1.9g (44% yield) of 
the title compound as a yellow solid. 

(i) Preparation of 3, 5-Dimethylpyrrol-2-carboal- 
dehyde 

To a solution dimethylf ormamide (80. 4g) and 1L of 
dichloroethane at 0°C was added phosphorous oxychoride 
(153.3g) over a few minutes and the reaction stirred for 
1-2 hr at 0°C 2 , 4-Dimethylpyrrole (114.6g) was added 
dropwise to the above solution at temperature below 5°C. 
After the addition was complete the reaction was heated 
and the aqueous layer isolated and saved. The organic 
layer was extracted again with 300mL of water and the two 
aqueous layers combined. The aqueous phase was extracted 
with 200mL of dichloroethane and the organic layer dis- 
carded. The aqueous phase was cooled to 10°C and adjusted 
to pH 10 with 10% sodium hydroxide. The mixture was 
stirred at 10°C for 2hr. The yellow solid was collected 
by vacuum filtration and washed thoroughly with water. 
The solid was dried at room temperature under vacuum to 
give 110. 8g (90% yield of 2 , 4-dimethyl-5~f ormylpyrrole . 

(j) Preparation of 3, 5-Diethylpyrrol-2-carboxal- 
30 dehyde: 

The solution of 25. Og of 3 , 5-heptanedione and 42. 3g 
of diethyl aminomalonate hydrochloride in 200 mL of acetic 
acid was heated to 95- 10°C for 1.25 hr . Sodium acetate 
was added and the reaction mixture was stirred for 5.35 hr 



15 



20 
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and cooled down for 4 hr . The salt was filtered and 
washed with acetic acid. The acetic acid solution was 
then concentrated and the residue poured into 800 mL of 
water. The yellow solid was filtered and dried in a 
5 vacuum oven overnight to give 36. Og of ethyl 3,5- 
diethlypyrrol-2-carboxalate as the orange liquid (92% 
yield) . 

Decarboxylation of ethyl 3, 5-diethylpyrro-2-carbo- 
xalate upon hydrolysis gave 2 , 4-diethylpyrrole . The title 
10 compound was then synthesized via Vilsmeier formulation of 
2 , 4-diethlpyrrole with the same condition used for the 
preparation of 3 , 5-dimethylpyrrol-5-carboxaldehyde . 

(k) Preparation of 3 , 5-Diisopropylpyrrol-2-carboxal- 
15 dehyde 

The procedure was the same as the one for the prepa- 
ration of 3, 5-diethylpyrrol-2-carboxaldehyde except 
starting with 2, 6-dimethyl-3 , 5-heptanedione . 

2 0 Example 2 : FLK Inhibition bv Indolinone compounds of 

the invention 

An enzyme linked immunosorbent assay (ELISA) was 
conducted to measure the catalytic activity of the FLK-1 
receptor and more specifically, the inhibition or activa- 
25 tion of indolinone compounds on the catalytic activity of 
the FLK-1 receptor. Specifically, the following assay was 
conducted to measure catalytic activity of the FLK-1 
receptor in FXfC-l/NIH3T3 cells. 

The materials and protocol for the FLK-1 ELISA assay 
30 are as described in International Patent Publication No. 
WO 96/40116, published December 19, 1996 by Tang et al . 

Selected compounds were tested in the FLK-1 ELISA 
assay. IC50 measurements are reported in the tables. 
Derivatives of 3- [ ( indole-3-yl ) methylene] -2-indolinone 
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compounds with a methyl substituent at the 1 ? position 
proved to be the most potent inhibitors of the group of 
compounds tested in the assay. 

5 Example 3: In Vitro RTK Assays 

The following in vitro assays may be used to deter- 
mine the level of activity and effect of the different 
compounds of the present invention on one or more of the 
RTKs . Similar assays can be designed along the same lines 
10 for any tyrosine kinase using techniques well known in the 
art . 



(a) Enzyme Linked Immunosorbent Assay (ELISA) 
Enzyme linked immunosorbent assays (ELISA) may be 
15 used to detect and measure the presence of tyrosine kinase 
activity. The ELISA may be conducted according to known 
protocols which are described in, for example, Voller, et 
al., 1980, "Enzyme-Linked Immunosorbent Assay," In: Manual 
of Clinical Immunology, 2d ed. , edited by Rose and Fried- 
20 man, pp 359-371 Am. Soc. Of Microbiology, Washington, 
D.C. 

The disclosed protocol may be adapted for determining 
activity with respect to a specific RTK. For example, the 
preferred protocols for conducting the ELISA experiments 
25 for specific RTKs is provided below. Adaptation of these 
protocols for determining a compound's activity for other 
members of the RTK family, as well as other receptor and 
non-receptor tyrosine kinases, are within the scope of 
those in the art. 



30 



(i) FLK-1 ELISA 

An ELISA assay was conducted to measure the kinase 
activity of the FLK-1 receptor and more specifically, the 
inhibition or activation of protein tyrosine kinase 
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activity on the FLK-1 receptor. Specifically, the follow- 
ing assay was conducted to measure kinase activity of the 
FLK-1 receptor in FLK-1/NIH3T3 cells. 

5 Materials And Methods. 

Materials. The following reagents and supplies were 

used : 

a. Corning 96-well ELISA plates (Corning Catalog 
No. 25805-96); 

b. Cappel goat anti-rabbit IgG (catalog no. 55641); 

c. PBS (Gibco Catalog No. 450-1300EB) ; 

15 TBSW Buffer (50 mM Tris (pH 7.2), 150 mM NaCl 

and 0.1% Tween-20); 

e. Ethanolamine stock (10% ethanolamine (pH 7.0), 
stored at 4°C) ; 



10 



20 



25 



30 



f. HNTG buffer (20mM HE PES buffer (pH 7.5), 150mM 
NaCl, 0.2% Triton X-100, and 10% glycerol); 

g. EDTA (0.5 M (pH 7.0) as a 100X stock); 

h. Sodium ortho vanadate (0.5 M as a 100X stock); 

i. Sodium pyro phosphate (0.2M as a 100X stock); 

j . NUNC 96 well V bottom polypropylene plates 
(Applied Scientific Catalog No. AS-72092); 

k. NIH3T3 C7#3 Cells (FLK-1 expressing cells); 
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DMEM with IX high glucose L Glutamine (catalog 
No. 11965-050) ; 

FBS , Gibco (catalog no. 16000-028); 

L-glutamine, Gibco (catalog no. 25030-016); 

VEGF, PeproTech, Inc. (catalog no. 100-20) (kept 
as 1 jag/100 \xl stock in Milli-Q dH 2 0 and stored 
at -20°C; 

Affinity purified anti-FLK-1 antiserum which can 
be obtained or purified as follows: 

1. Prepare a Tresyl-Activated Agarose/Flk-1- 
D column by incubating 10 ml of Tresyl- 
Activated Agarose with 20 mg of purified 
GST-Flk-l-D fusion protein in 100mM so- 
dium bicarbonate (pH 9.6) buffer over- 
night at 4oC . 

2. Wash the column once with PBS. 

3. Block the excess sites on the column with 
2 M glycine for 2 hours at 4oC. 

4. Wash the column with PBS. 

5. Incubate the column with Rabbit anti-Flk- 
1D production bleed for 2 hours at 4oC. 

6. Wash the column with PBS. 

7. Elute antiserum with 100 mM Citric Acid, 
pH3.0 and neutralize the eluate immedi- 
ately with 2 M Tris, pH 9.0. 

8. Dialyize the eluate against PBS overnight 
at 4oC with 3 changes of buffer (sample 
to buffer ratio is 1:100). 
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9. Adjust the dialyized antiserum to 5% 
glycerol and store at -80oC in small 
aliquotes . 

5 q. UB40 monoclonal antibody specific for 

phosphotyrosine, (see, Fendley, et al., 1990, 
Cancer Research ££: 1550-1558 ) ; 

r. EIA grade Goat anti-mouse IgG-POD (BioRad cata- 
10 log no, 172-1011) ; 

s . 2, 2-azino-bis (3-ethylbenz-thiazoline-6-sulf onic 
acid (ABTS) solution (lOOmM citric acid (anhy- 
drous), 250 mM Na 2 HP0 4 (pH 4.0), 0.5 mg/ml ABTS 
15 (Sigma catalog no. A-1888)), solution should be 

stored in dark at 4°C until ready for use; 

t. H 2 0 2 (30% solution) (Fisher catalog no. H325) ; 

20. u. ABTS/H 2 0 2 (15ml ABTS solution, 2 \il H 2 0 2 ) prepared 

5 minutes before use and left at room tempera- 
ture; 



v. 0.2 M HC1 stock in H 2 0; 

25 

w. dimethylsulf oxide (100%) (Sigma Catalog No. D- 
8418); and 



x. Trypsin-EDTA (Gibco BRL Catalog No. 25200-049) . 
30 Protocol. The following protocol was used for 

conducting the assay: 

1. Coat Corning 96-well elisa plates with 1 . Opg per 
well Cappel Anti-rabbit IgG antibody in 0 . 1M Na 2 C0 3 pH 9.6. 
Bring final volume to 150 pi per well. Coat plates 
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overnight at 4°C. Plates can be kept up to two weeks when 
stored at 4°C. 

2. Grow cells in Growth media (DMEM, supplemental 
with 2 . OmM L-Glutamine , 10% FBS) in suitable culture 

5 dishes until confluent at 37°C, 5% C0 2 . 

3. Harvest cells by trypsinization and seed in 
Corning 25850 polystyrene 96-well roundbottom cell plates, 
25.000 cells/well in 200pl of growth media. 

4. Grow cells at least one day at 37°C, 5% C0 2 . 
10 5. Wash cells with D-PBS IX. 

6. Add 200ial/well of starvation media (DMEM, 2 . OmM 
1-Glutamine, 0.1% FBS). Incubate overnight at 37°C, 5% 
C0 2 . 

7. Dilute Compounds/Extracts 1:20 in polypropylene 
15 96 well plates using starvation media. Dilute 

dimethylsulf oxide 1:20 for use in control wells. 

8. Remove starvation media from 96 well cell 
culture plates and add 162 \xl of fresh starvation media to 
each well. 

20 9. Add 18^1 of 1:20 diluted Compound/Extract 

dilution (from step 7) to each well plus the 1:20 
dimethylsulf oxide dilution to the control wells (+/- 
VEGF) , for a final dilution of 1:200 after cell stimula- 
tion. Final dimethylsulf oxide is 0.5 %. Incubate the 

25 plate at 37°C, 5% C0 2 for two hours. 

10. Remove unbound antibody from ELISA plates by 
inverting plate to remove liquid. Wash 3 times with TBSW 
+ 0.5% ethanolamine, pH 7.0. Pat the plate on a paper 
towel to remove excess liquid and bubbles. 

30 11. Block plates with TBSW + 0.5% Ethanolamine, pH 

7.0, 150 ]il per well. Incubate plate thirty minutes while 
shaking on a microtiter plate shaker. 

12. Wash plate 3 times as described in step 10. 
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13. Add 0.5pg/well affinity purified anti-FLU-1 
polyclonal rabbit antiserum. Bring final volume to 
lSOpl/well with TBSW +0.5% ethanolamine pH 7.0. Incubate 
plate for thirty minutes while shaking. 
5 14. Add 180 pi starvation medium to the cells and 

stimulate cells with 20pl/well lO.OmM sodium ortho vana- 
date and 500 ng/ml VEGF (resulting in a final concentra- 
tion of 1 . OmM sodium ortho vanadate and 50ng/ml VEGF per 
well) for eight minutes at 37°C, 5% C0 2 . Negative control 
10 wells receive only starvation medium. 

15. After eight minutes, media should be removed 
from the cells and washed one time with 200pl/well PBS. 

16. Lyse cells in 150pl/well HNTG while shaking at 
room temperature for five minutes. HNTG formulation 

15 includes sodium ortho vanadate, sodium pyro phosphate and 
EDTA. 

17. Wash ELISA plate three times as described in 
step 10. 

18. Transfer cell lysates from the cell plate to 
20 elisa plate and incubate while shaking for two hours. To 

transfer cell lysate pipette up and down while scrapping 
the wells. 

19. Wash plate three times as described in step 10. 

20. Incubate ELISA plate with 0.02jjg/well UB40 in 
25 TBSW + 05% ethanolamine. Bring final volume to 

150yl/well. Incubate while shaking for 30 minutes. 

21. Wash plate three times as described in step 10. 

22. Incubate ELISA plate with 1:10,000 diluted EIA 
grade goat anti-mouse IgG conjugated horseradish peroxi- 

30 dase in TBSW + 0.5% ethanolamine, pH 7.0. Bring final 
volume to 150pl/well. Incubate while shaking for thirty 
minutes . 

23. Wash plate as described in step 10. 
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24. Add 100 ]il of ABTS/H 2 0 2 solution to well. 
Incubate ten minutes while shaking. 

25. Add 100 ]il of 0.2 M HC1 for 0.1 M HC1 final to 
stop the color development reaction. Shake 1 minute at 

5 room temperature. Remove bubbles with slow stream of air 
and read the ELISA plate in an ELISA plate reader at 410 
nm. 

(ii) HER-2 ELISA 

HER-2 ELISA assays are described in International 
10 Patent Publication No. WO 96/40116, published December 19, 
1996 by Tang et al . 



(iii) PDGF-R ELISA 

A PDGF-R ELISA is described in International Patent 
15 Publication No. WO 96/40116, published December 19, 1996 
by Tang et al . 

(iv) IGF-I ELISA 

The IGF-I ELISA protocol described in International 
20 Patent Publication No. WO 96/40116, published December 19, 
1996 by Tang et al . may be used to measure phosphotyrosine 
level on IGF-I receptor, which indicates IGF-I receptor 
tyrosine kinase activity. 

25 (v) EGF Receptor ELISA 

EGF Receptor kinase activity (EGFR-NIH3T3 assay) in 
whole cells was measured as described in International 
Patent Publication No. WO 96/40116, published December 19, 
1996 by Tang et al. 

30 

(vi) Cellular Insulin Receptor ELISA 

The protocol described in International Patent 
Publication No. WO 96/40116, published December 19, 1996 
by Tang et al . was used to determine whether the compounds 
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of the present invention possessed insulin receptor 
tyrosine kinase activity. 

(vii) EGFR ELISA ASSAY 
Purpose 

To provide a consistent method for measuring the in 
vitro kinase activity of the EGFR in an Enzyme-linked 
immunosorbent assay (Elisa) . 

Scope. The following protocol describes the proce- 
dures used to analyze protein tyrosine kinase activity on 
the EGFR in an Elisa. The procedure also describes the 
protocol for the initial screening of drugs for inhibition 
or activation of protein tyrosine kinase activity. 
Reagents and Supplies. 
15 1. Corning 96-well Elisa plates 

Corning Catalog #25805-96 
2. 05-101 monoclonal anti-EGFR antibody (commer- 
cially available from UB1) 

-80° C, 1 ml aliquots 
20 3. PBS (Dulbecco's Phosphate-Buffered Saline) 

Gibco Catalog # 450-1300EB 
Formulation: 2.7 mM KCL 

1.1 mM KH2P0< 
0.5 mM MgCl 2 (anhydrous) 
25 138 mM NaCl 

8.1 mM Na2HP0 4 

4. TBST Buffer 

Formulation: 50 mM Tris pH 7.2 

150 mM NaCl 

30 0.1% Triton X-100 

5. Blocking Buffer 

Formulation: 5% Carnation Instant Milk in PBS 

6. A431 cell lysate 
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A431 cells are available from a variety of 
commercial sources and may be used lysed using conven- 
tional methods known to those skilled in the art or as 
described for lysis of the 3T3 cells in the EGF cellular 
5 assay described herein. -80° C, 1 ml aliquots 

7. TBS Buffer 

Formulation: 50 mM Tris pH 7.2 

150 mM NaCl 

8. TBS + 10% DMSO 

10 Formulation: 10% DMSO in TBS Buffer 

(DMSO from Sigma, Catalog # D-2650) 

9. ATP/MnCl 2 phosphorylation mix 
Formulation: 0.03 mM ATP 

(Adenosine -5 1 -triphosphate, Sigma Catalog 



15 #A-5394) 



50 mM MnCl 2 



Make fresh in autoclaved Milli-Q H20 immediately 

before use 

Keep on ice until use 
20 10. NUNC 96-well V bottom polypropylene plates 

Applied Scientific Catalog # AS-72092 

11. EDTA 

Formulation: 2 00 mM EDTA pH 8 . 0 

12. Rabbit polyclonal anti-phosphotyrosine serum or 
25 UB40 monoclonal antibody specific for phosphotyrosine or 

UBI's mab 4610, Upstate Biotechnology, Lake Placid, New 
York, Catalog # 05-321 

- 80° C, 1 ml aliquots 

Thaw 1 ml vial and aliquot in smaller volumes to 
30 store at - 80° C 

Antiserum is stable for weeks when thawed and 
stored at 4 C 

13. Goat anti-rabbit IgG peroxidase conjugate 
Biosource Catalog # ALI0404 
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14. ABTS Solution 

Formulation: 100 mM Citric Acid (anhydrous) 

250 mM Na 2 HP04 pH 4,0 
0.5 mg/ml ABTS 

5 (2,2' -azino-bis (3-ethylbenzthiazoline-6-sulf onic 

acid) 

(Sigma Catalog # A-1888) 

Keep solution in dark at 4 C until ready to use 

15. Hydrogen peroxide 30% solution 
10 Fisher Catalog # H325 

Store in the dark at 4 C until ready to use 

16. ABTS/H 2 0 2 

Formulation: 15 mis ABTS solution 

2 ul H 2 0 2 

15 Prepare 5 minutes before use and room tempera- 



ture 



17. 0.2 M HCL stock in H 2 0 



Procedure . 

1. Coat Corning 96-well elisa plates with 0.5 ug 
20 per well 05-101 antibody. 

Bring final volume to 100 ul per well with PBS. 
Coat plates overnight at 4° C. 

2. Remove unbound 05-101 from wells by inverting 
plate to remove liquid. 

25 Wash lx with distilled H20 by filling wells 

Pat the plate on a paper towel to remove excess 

liquid. 

3. Block plates with 5% milk in PBS. 
150 ul per well. 

30- Incubate plate 30 minutes while shaking on a 

microtiter plate shaker. 

4. Wash plate 3x with dionized water, then once 
with TBST 
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5. Add 7 ug A431 cell lysate per well (EGFR 
source) . 

Add PBS to final volume of 100 ul per well 
Incubate 30 minutes while shaking. 
5 6. Wash as described in step 4. 

7. At this point, drugs or extracts are added to 
the wells . 

Dilute drugs/extracts 1:100 (unless specified 
otherwise) in TBS + 10% DMSO in 96-well polypropylene 
10 plates. 

Add 120 ul TBS to ELISA plate containing cap- 
tured EGFR. 

Add 13.5 ul diluted drugs/extracts to ELISA 

plate . 

15 To control wells (wells which do not receive any 

drug) add 135 ul TBS 
+ 1% DMSO . 

Incubate plate 30 minutes while shaking. 

8. Add 15 ul of 0.03 mM ATP + 50 mM MnCl 2 phosphory- 
20. lation mix directly to all wells except negative control 

well which does not receive ATP/MnCl 2 (see diagram) . 

(150 ul final volume in well with 3 uM ATP/5 mM 
MnC12 final concentration in well.) 

Incubate 5 minutes while shaking vigorously. 
25 *NOTE: It is critical that ATP/MnC12 

phosphorylates the receptor for 5 minutes only. 
It is best to add the ATP/MnCl 2 with an 12 channel pipettor 
1 row at a time leaving 20 seconds between each row so 
that the reaction may be stopped with EDTA exactly 5 
30 minutes later (this depends on the number of plates being 
phosphorylated in one batch) . Shake between each addi- 
tion . 

9. After 5 minutes, to stop reaction, add 16.5 ul 
of 200 mM EDTA pH 8.0 for 20 mM final in well, shaking 
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continuously between each addition. This is done using 
the same timing method as above. After last row has 
received EDTA, shake plate an additional minute. 

10. Wash 4x with deionized water, twice with TBST . 
5 11. Add rabbit polyclonal anti-phosphotyrosine 

serum. 

Dilute 1:3000 in TBST. 
Add 100 ul per well. 

Incubate 30-45 minutes while shaking. 
10, 12. Wash as described above in step 4. 

13. Add BioSource anti-rabbit peroxidase conjugate 
antibody . 

Dilute 1:2000 in TBST. 
Add 100 ul per well. 
15 Incubate 30 minutes while shaking. 

14. Wash as described in step 4. 

15. Add 100 ul of ABTS/H 2 0 2 solution to well. 
Incubate 5 to 10 minutes while shaking. 
Remove bubbles 

20 16. If necessary stop reaction with the addition of 

lOOul of 0.2M HC1 per well 

17. Read assay on Dynatech MR7000 elisa reader. 
Test Filter: 410 nM 
Reference Filter: 630 nM 

25 

(b) Cell Growth Assays 

The cell growth assays described in International 
Patent Publication No. WO 96/40116, published December 19, 
1996 by Tang et al. may be conducted to measure the effect 
3 0 of the claimed compounds upon cell growth as a result of 
the compound's interaction with one or more RTKs . 



(vi) Assay Measuring Phosphorylating Function of Raf 
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The following assay reports the amount of RAF-cata- 
lyzed phosphorylation of its target protein MEK as well as 
MEK' s target MAPK. The RAF gene sequence is described in 
Bonner et al., 1985, Molec. Cell. Biol. 5: 1400-1407, and 
5 is readily accessible in multiple gene sequence data 
banks. Construction of the nucleic acid vector and cell 
lines utilized for this portion of the invention are fully 
described in Morrison et al., 1988, Proc. Natl. Acad. Scl. 
USA 85: 8855-8859. 

10 

Materials and Reagents 

1. Sf9 (Spodoptera fruglperda) cells; GIBCO-BRL, 
Gaithersburg, MD. 

2. RIPA buffer: 20 mM Tris/HCl pH 7.4, 137 mM NaCI, 
15 10 % glycerol, 1 mM PMSF, 5 mg/L Aprotenin, 0.5 % Triton 

X-100; 

3. Thioredoxin-MEK fusion protein (T-MEK): T-MEK 
expression and purification by affinity chromatography 
were performed according to the manufacturer's procedures. 

20 Catalogjt K 350-01 and R 350-40, Invitrogen Corp., San 
Diego, CA 

4. His-MAPK (ERK 2); His-tagged MAPK was expressed 
in XL1 Blue cells transformed with pUC18 vector encoding 
His-MAPK. His-MAPK was purified by Ni-affinity chromatog- 

25 raphy. Cat# 27-4949-01, Pharmacia, Alameda, CA 

5. Sheep anti mouse IgG: Jackson laboratories, West 
Grove, PA Catalog, # 515-006-008, Lot# 28563 

6. RAF-1 protein kinase specific antibody: URP2653 
from UBI . 

30 7. Coating buffer: PBS; phosphate buffered saline, 

GIBCO-BRL, Gaithersburg, MD 

8. Wash buffer: TBST - 50 mM Tris/HCL pH 7.2, 150 
mM NaCI, 0.1 % Triton X-100 

9. Block buffer: TBST, 0.1 % ethanolamine pH 7.4 
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11. Kinase buffer (KB): 20 mM Hepes/HCl pH 7.2, 150 
mM NaCI, 0.1 % Triton X-100, 1 mM PMSF, 5 mg/L Aprotenin, 
75 pM sodium ortho vanadate, 0 . 5 mM DTT and 10 mM MgCl 2 . 

5 12. ATP mix: 100 mM MgCl 2 , 300 pM ATP, 10 pCi y- 33 p 

ATP (Dupont-NEN) /mL. 

13. Stop solution: 1 % phosphoric acid; Fisher, 
Pittsburgh, PA. 

14. Wallac Cellulose Phosphate Filter mats; Wallac, 
10 Turku, Finland. 

15. Filter wash solution: 1 % phosphoric acid, 
Fisher, Pittsburgh, PA. 

16. Tomtec plate harvester, Wallac, Turku, Finland. 

17. Wallac beta plate reader # 1205, Wallac, Turku, 
15 Finland. 

18. NUNC 96-well V bottom polypropylene plates for 
compounds Applied Scientific Catalog # AS-72092. 

Procedure 

20 All of the following steps are conducted at room 

temperature unless specifically indicated. 

1. ELISA plate coating: ELISA wells are coated with 
100 pL of Sheep anti mouse affinity purified antiserum 
(lpg/lOOpL coating buffer) over night at 4 °C. ELISA plates 

25 can be used for two weeks when stored at 4 °C . 

2. Invert the plate and remove liquid. Add 100 pL 
of blocking solution and incubate for 30 min. 

3. Remove blocking solution and wash four times 
with wash buffer. Pat the plate on a paper towel to 

30 remove excess liquid. 

4. Add 1 pg of purified Sumo 22 to each well and 
incubate for 1 hour. Wash as described in step 3. 

5. Thaw lysates from RAS/RAF infected Sf9 cells and 
dilute with TBST to 10 pg/100 pL. Add 10 pg of diluted 



WO 98/07695 



PCT/US97/14736 



78 

lysate to the wells and incubate for 1 hour. Shake the 
plate during incubation. Negative controls receive no 
lysate. Lysates from RAS/RAF infected Sf9 insect cells 
are prepared after cells are infected with recombinant 
5 baculoviruses at a MOI of 5 for each virus, and harvested 
4 8 hours later. The cells are washed once with PBS and 
lysed in RIPA buffer. Insoluble material is removed by 
centrif ugation (5 min at 10 000 x g) . Aliquots of lysates 
are frozen in dry ice/ethanol and stored at - 80 °C until 
10 use. 

6. Remove non-bound material and wash as outlined 
above ( step 3) . 

7. Add 2 pg of T-MEK and 2 pg of His-MAPK per well 
and adjust the volume to 40 pL with kinase buffer. 

15 8. Predilute compounds (stock solution 10 mg/mL 

DMSO) or extracts 20 fold in TBST plus 1% DMSO. Add 5 pL 
of the prediluted compounds /extracts to the wells de- 
scribed in step 6. Incubate for 20 min. Controls receive 
no drug. 

20 9. Start the kinase reaction by addition of 5 pL 

ATP mix; Shake the plates on an ELISA plate shaker during 
incubation . 

10. Stop the kinase reaction after 60 min by addi- 
tion of 30 pL stop solution to each well. 

25 11. Place the phosphocellulose mat and the ELISA 

plate in the Tomtec plate harvestor. Harvest and wash the 
filter with the filter wash solution according to the 
manufacturers recommendation. Dry the filter mats. Seal 
the filter mats and place them in the holder. Insert the 

30 holder into radioactive detection apparatus and quantitate 
the radioactive phosphorous on the filter mats. 

Alternatively, 40 pL aliquots from individual wells 
of the assay plate can be transferred to the corresponding 
positions on the phosphocellulose filter mat. After air- 
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drying the filters, put the filters in a tray. Gently 
rock the tray, changing the wash solution at 15 min 
intervals for 1 hour. Air-dry the filter mats. Seal the 
filter mats and place them in a holder suitable for 
5 measuring the radioactive phosphorous in the samples. 
Insert the holder into a detection device and quantitate 
the radioactive phosphorous on the filter mats. 

(c) Toxicity and Animal Models 

10 Measurement Of Cell Toxicity and In Vivo Animal 

Models are described in International Patent Publication 
No. WO 96/40116, published December 19, 1996 by Tang et 
al. 

(d) MET Biochemical Kinase Assay 

15 A met biochemical kinase assay may be performed for 

met generally as described above for other kinases by 
substituting that or the other kinases. In particular, 
ELISA plates are coated with goat anti-rabbit Fc antibod- 
ies, which are used to capture commercially available 

20 (from Santa Cruz Biotechnology) rabbit polyclonal antibod- 
ies to the cytoplasmic domain of human MET. Lysates are 
made from 293T cells that have been transiently 
transfected with a chimeric receptor composed of the 
extracellular domain of the EGFr and the transmembrane and 

25 cytoplasmic domain of the MET receptor, or from NCI-H4 41 
cells (a human lung adenocarcinoma cell line) which 
express high endogenous levels of MET. The chimeric 
receptors, or MET, from these lysates are captured on the 
antibody coated plates. After washing away extraneous 

30 proteins, test compounds are added and an in vitro kinase 
assay is performed by addition of an appropriate kinase 
buffer (containing ATP, divalent metal ions, etc.). 
Incorporation of phosphate into the captured receptors is 
detected with an anti-phosphotyrosine antibody conjugate 



WO 98/07695 



PCT/US97/14736 



80 

with horse radish peroxidase using TMB as a substrate for 
colorimetric detection . 

The present invention is not to be limited in scope 
by the exemplified embodiments which are intended as 
5 illustrations of single aspects of the invention. Indeed, 
various modifications of the invention in addition to 
those described herein will become apparent to those 
skilled in the art from the foregoing description and 
accompanying drawings. Such modifications are intended to 
10 fall within the scope of the appended claims. 

All references cited herein are hereby incorporated 
by reference in their entirety. 

Other embodiments are within the following claims. 
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TABLE 9 (SHEET 1 OF 5 ) 

3-[(pyrrol-2-yl)methylidenyi]-5-sulfonyl-2-indolinone 
5 3-t(2,4^imethylpyrrol-5-yl)methylidenyl]-5-sulfonyl-2-indolinone 

3-[(2 ( 4<iimethy!-3^thoxycarbonylpyrrol-5-yi)rnethylidenyl]-5-sulfonyl-2-indolinone 
3-[(2-methy!thien-5-yl)methylidenyl]-5-suIfonyl-2-indolinone 
3-[(3-methylthien-2-yl)methylidenyl]-5-sulfonyI-2-indoiinone 
3-[(4,5,6 t 7-tetrahydroindol-3-yl)methylidenyl]- 5-sulfonyl-2-indolinone 

10 

3-[(pyrrol-2-yl)methylidenyl]-5-aminosulfonyl-2-indolinone 
3-{(2 t 4-dimethyIpyrroi-5-yl)methy(idenyi]-5-aminosulfonyl-2'indolinone 
3-[(2,4Hjimethyl-3^thoxycarbonylpyrrol-5-yl)methylidenyi]-5-aminosulfonyl-2-indolinon 
3-[(2-methylthien-5-yl)methyIidenyi]-5-aminosulfonyl-2-indolinone 
15 3-[(3-methylthien-2-yl)methylidenyi]-5-aminosulfonyl-2Hndolinone 

3-1(4,5,6 J-tetrahydroindol-3-yl)melhylidenyl]-5-aniinosuifonyl-2-indolinone 

3-[(pyrroI-2-yl)methylidenyl]-5-methoxycarbonyt-2-indoIinone 
3-[(2 t 4^imethylpyrrol-5-yl)methylidenyl]-5-methoxycarbonyl-2-indolinone 

2 0 3-[(2,4HjimethyI-3-ethoxycarbonylpyrroI-5-yl)methylidenyi]-5-methoxyc^ 

3-{(2-methylthien-5-yl)methylidenyt]-5-methoxycarbony!-2-indolinone 
3-I(3-methyithien-2-yl)methylidenyl]-5-methoxycarbonyl-2-indo!inone 
3-[(4 f 5,67-tetrahydroindol-3-yl)methylidenyi]-5-methoxycarbonyi-2-indoIinone 

25 3-[(pyrrol-2-yl)methylidenyl]-5-diethanoiamino-2-indoiinone 

3-{(2,4KJimethylpyrroi-5-yl)methylidenyl]-5^iethanolamino-2-indolinone 
3-[(2,4Kiimethyl-3^thoxycarbony^ 

3-{(2-methylthien-5-yl)methylidenyl]-5^ielhanolarnino-2-indolinone 
3-[(3-methylthien-2-yl)methylidenyl]-5-diethanolamino-2Hndoiinone 

3 0 3-[(4 t 5 ( 67-tetrahydroindol-3-yl)methy!idenyl]-S^iethanolamino-2-indolinone 

3-[(pyrro!-2-yi)methylidenyll-5-(2 l 3-dihydroxypropylamino)-2-indolinone 
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5 3-[(2,4<limethylpyrroi-5-yl)methylidenyI]-5-{2 ( 3-dihydroxypropylam 
3-[(2,4Hjimethyl-3-ethoxycarbony!p^ 

indolinone 
3-[(2-methylthien-5-yl)methyK 
3-((3-methytthien-2-yl)methylideny^ 
10 3-1(4,5,6 J-tetrahydroindol-3-yl)meto^^ 

3-[(pyrrol-2-yl)methylidenyl]-5-ureido-2-indolinone 
3-[(2 t 4-dimethylpyrrol-5-yi)methylidenyI]-5-ureido-2-indolinone 
3-{(2,4-dimethyl-3-ethoxycarbonylpyrrol-5-yl)m^^ 
15 3-{(2-methylthien-5-yl)methylidenyl]-5-ureido-2-indo!inone 
3-[(3-rnethylthien-2-yl)methylidenyl]-5-uretdo-2-indolinone 
3-[(4 t 5,6J-tetrahydroindol-3-yl)methylidenyl]-5-ureido-2-indo!inone 

20 3-[(pyrrol-2-yl)methylidenyl]-5-guanidino-2-indolinone 

3-[(2 t 4^imethylpyrroI-5-yl)methylidenyl]-5^uanidino-2-indolinone 
3-{(2,4<iimethyl-3^thoxy carbon 

3-[(2-methy!thien-5-yl)methylidenyll-5-guanidino-2-indolinone 
3-[(3-methylthien-2-yl)methyiidenyi]-5-guanidino«2-indoiinone 
25 3-1(4,5,6 ( 7-tetrahydroindo!-3-yl)methylidenyl]-5-guanidino-2-indolinone 

34(pyrrol-2-yl)methylidenyl]-5-glyceroylamido-2-indoiinone 
3-[(2 l 4^imethylpyrrol-5-yl)methylidenyl]-5-glyceroylamido-2-indolinone 
3-[(2,4-dimethyl-3-ethoxycarbonylpyrrGl^ 
3 0 3-((2-methylthien-5-yl)methylidenyl]-5-glyceroylamido-2-indolinone 
3-[(3. me thylthien-2-yl)methylidenyi]-5-glyceroylamido-2-indolinon6 
3-1(4,5,6 J-tetrahydroindol-3-yl)methylidenyl]-5-glyceroylamido-2-indolinone 
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TABLE 9 (SHEET 3 OP 5) 



5 3-[(pyrrol-2-yl)methylidenyi]-5-[{3'piperidinyl)propanoylaminol-2Hndolinone 
3-[(2,4<iimethylpyrrol-5-y!)methyl^ 

3-{(2 1 4Hdimemyl-3-ethoxycarbonylpyrrol-5-yl)methylidenyl]-5-[(3-piperidinyl)propanoylam 
jndolinone 

3-[(2-methylthien-5-y!)methylidenyl]-5-[(3-piperidiny!)propanoylamino]-2-indolinone 
10 3-[(3-methylthien-2-yi)methylidenyi]-5-[(3-piperidinyl)propanoylamino]-2-jndolinon 

3-{(4 ( 5,67-tetrahydroindo!-3-yl)methylidenyl]-5-t(3-piperidinyl)propanoy!amino]-2-indoli^ 

3-[(pyrroI-2-yl)methyIidenyl]-5-mesylamino-2-indolinone 
3-((2 I 4Kjimethylpyrrol-5-yl)methyiidenyll-5-mesylamino-2-indolinone 
15 3-[(2,4<limethyi-3^thoxycarbonyIpyrrol-5-yl)methylidenyl]-5-mesylamino-2-indoI 
3-{(2-methylthien-5-yl)methylidenyl]-5-rnesylamino-2-indolinone 
3-[(3-methylthien-2-yi)methylidenyl]-5-mesy!amino-2-indolinone 
3-[(4,5,6J-tetrahydroindo!-3-yt)methylidQnyl]-5-mesylamino-2Hndolinone 

20 3-[(pyrrol-2-yl)methylidenyl]-5-glycoloyloxy-2-indolinone 

3-[(2,4^imethylpyn-ol-5-yl)methytidenyl]-5^lycoloyloxy-2-indolinone 
3-[(2,4^imethyl-3^thoxyrarbonylpyrroW^ 
3-[(2-methylthien-5-yl)methylidenyl]-5-glycoIoyloxy-2-indolinone 
3-[(3-methyJthien-2-yl)methylideny!]-5-giycoloyloxy-2-indolinone 

25 3-[(4 t 5 t 6J-tetrahydroindol-3-yl)methylidenyll-5-^lycoloyloxy-2-indolinone 

3-[(pyrrol-2-yl)methylidenyi]*5-(2,3<llhydroxypropoxy)-2-indolinone 
3-((2 t 4^imethylpyiTOl-5-y!)methyM^ 
3-[(2 t 4Kiimethyl-3-etho>cyrarbonylpyrro^^ 
30 e 

3-[(2-methyithien-5-yl)memylidenyl]-5-(2 f 3Hdihydroxypropoxy)-2-indolinone 
3-[{3-methylthien-2-yl)methylidenyl]-5-{2,3^ihydroxypropoxy)-2-indolinone 
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TABLE 9 (SHEET 4 OP 5) 
3-[(4, 5,6 J-tetrahydroindol-3~yl)met^ 

5 

3-[(pyrroi-2-yl)methylidenyl]-5-aminomethyl-2-indolinone 
3-[(2,4Hjimethylpyrrol-5-yi)methylidenyl]-5-aminomethyl-2-indolinone 
3-[(2,4Hdimethyl-3^thoxycarbonylpyrrol-5-yl)methylidenyl]-5-aminomethyI-2-in 
3-((2-methylthien-5-yl)nriethylidenyl]-5-aminorriethylr2-indolinone 
10 3-{(3-methylthien-2-yl)methylidenyl]-5-aminomethyl-2-indoiinone 

3-{(4, 5,6 J-tetrahydroindol-3-yi)methylidenyl]-5-aminomethyl-2-indolinone 

3-[(pyrrol-2-yl)methy!idenyl]-5-amidino-2-indolinone 
3-[(2 t 4Kiimethylpyrrol-5-yi)methyiidenyl]-5-amidino-2-lndolinone 
15 34(2,4^imethyl-3^thoxycarbonylpyrroI-5-yl)methylidenyl]-5-amidino 
3-[(2-methylthien-5-yl)methy!idenyl]-5-amidino-2-indolinone 
3-[(3-rnethyithien-2-yl)methylidenyl]-5-amidino2-indolinone 
3-[(4,5,67-tetrahydroindol-3-yl)methylidenyl]-5-amidino-2-indolinone 

20 3-[(pyrrol-2-yl)methy!idenyl]-5-hydroxymethyl-2-indolinone 

3-[(2,4-dimethylpyrroI-5-yl)methyiidenyt] 54iydroxymethyl-2-indolinone 
3-M2 1 4-dimethyl-3-ethoxycarbonylpyrrol-5-y!)methylidenyi- 5-hydroxymethyi-2-indolinone 
3-[(2-methylthien-5-yl)melhylidenylJ-5-hydroxymethyl-2-indotinone 
3-[(3-methyJthien-2-yi)methylidenyl]-5-hydroxymethyl-2-indolinone 

25 3-[(4,5 l 6J4etrahydroindoI-3-yi)memylidenyl]-5-hydroxymethyl-2-indolinone 

3-[(pyrrol-2-yl)melhyJidenyl]-5-phosphonooxy-2-indolinone 
3-[(2,4Kiimethyipyrrol-5-yi)methylidenyl]-5-phosphonooxy-2-indolinone 

3-[(2,4<limethyl-3^thoxycaito 
3 0 3-[(2-methylthien-5-yl)methylidenyl]-5-phosphonooxy-2-indolinone 
3-[(3-methylthien-2-yl)methyiidenyl]-5-phosphonooxy-2-indolinone 
3-l(4 # 5,6,7-tetrahydroindol-3-yI)methylidenyl]-5-phosphonooxy-2-indolinone 
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TABLE 9 (SHEET 5 OF 5) 



5 3-[(pyrrol-2-yl)methylidenyl]-5-ethoxycarbonyl-2-indolinone 

3-[(2,4-dimethylpyrrol-5-yl)methylidenyl]-5-ethoxycarbonyI-2-indolinone 
3-[(2 t 4Kiimethyl-3-ethoxycarbonylpyrroi-5-yl)methylidenyl]-5-ethoxycarbonyi-2 
3-[(2-methylthien-5-yl)methylidenyI]-5-ethoxycarbonyl-2-indolinone 
3-[(3-methylthien-2-yl)methylidenyl]-5-ethoxycarbonyl-2-indoiinone 
10 3-[(4,5,6J-tetrahydroindol-3-yl)methylidenyi]-5-ethoxycarbonyl-2-indolinone 

3-((pyrrol-2-yl)methylidenyl]-5-benzyloxycarbonyl-2-indoIinone 
3-{(2 ( 4^imethylpyrrol-5-yl)methylidenyl]-5-ben2yioxycarbonyl-2-indolinone 
3-[(2,4<Jimethyl-3^thoxycarbonylpyiTOl-5-yl)methylidenyl)-5-benzylo^ 
15 3-[(2-methylthien-5-yl)nriethylidenyl]-5-benzyloxycarbonyl-2-indo!inone 5-benzy!oxycarbonyI-2- 
indolinone 

3-[(3-methylthien-2-yl)methylidenyl]-5-benzyloxycarbony!-2-indolinone 
3-[(4 1 5 t 6J-tetrahydroindol-3-yl)methylidenyil-5-benzyloxycarbonyl-2-indolinone 

20 3-[(pyrrol-2-yl)methylidenyl]-5-phenylaminocarbonyl-2-indolinone 

3-[(2,4^imethylpyrroI-5-yl)methylidenyll-5-phenylaminocarbonyl-2-indolinone 
3-[(2,4Hdimethyl-3^thoxycarbonylpyrrol-5-yi)methylidenyl]-5-phenylaminocarbo^ 
3-[(2-methylthien-5-yl)methylidenyl]-5-phenylaminocarbonyl-2-indolinone 
3-[(3-methyJthien-2-yl)methylid^ 

2 5 S-^.S^J^etrahydroindoKB-ylJme^ 

3-[(pyrroI-2-yI)methylidenyI]-5-benzylaminocarbonyl-2-indoIinone 

3-[(2,4Klimethylpyrrol-5-yi)methylidenyl]-5-benzylaminocarbonyI-2-in 

3-[(2,4~dimethyi-3-ethoxycarbonylpyrrol-5-yl)me^ 

3 0 3-[(2-methyIthien-5-yl)methylidenyl]-5-benzylaminocarbonyI-2-indolinone 

3-[(3-methyIthien-2-yI)methylidenyl]-5-benzylaminocarbony!-2-indolinone 
3-{(4,5,6J4etrahydroindol-3-yl)methylideny^^ 
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TABLE 10 SHEET 1 OF 5 
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TABLE 10 SHEET 2 OF 5 
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TABLE 16 SHEET 3 OF 5 
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TABLE 10 SHEET 4 OP 5 
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TABLE 10 SHEET 5 OP 5 
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Table 11 



S-aminooxindcie 



oxindofe-001 



5-fcromooxinda(e 



c»ndo{e-0Q2 



oxindofe-003 



4 , 5-d tm ethy toxindcte 



oxinao(e-004 



5 . 5-dmethoxy oxJndcte 



oxincofe-OGS 



axfndde 



cxindole-006 



4-methyloxindote 



oxindcie-007 



5 . 7-dibnxnooxindoie 



oxindole-<308 



7^romcK5-chlcfDcx indole 



oxindale-G09 



5-fiuarooxindole 



oxindoie-010 



5-nitrooxindole 



o»ndote-ai 1 



Snodooxindoie 



oxindole-012 



5-ch lo ro-7-^nethy loxindale 



oxindo(e-013 



5-methyiaxindoie 



oxindole-014 



5-dronio-4-niethy{oxDadoie 



axindole-015 



7-fluofooxtndofe 



oxlndole-016 



7-chlorooxindale 



oxindafe-017 



4-fluorooxindole 



oxindole-018 
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6-fluarooxtndcle 



oxindole-019 



5-bromo-7-methytoxindole 



oxtndcie-022 



7-methoxyoxindo(e 



oxinda(e-025 



4-methyl-S-carboxyethyioxindole 



oxindoie-028 



4-methyUS-methoxymethytoxtnd 
ole 



oxindoie-031 



4-methyl-5-(3-hydroxy-n-pcopyl) 
oxindole 



oxinda(e-034 



Table 11 (continued) 



4-chfocooxindcle 



cxindcie-020 



7-chioro-5^ryanaoxindaIe 



axinaoie-023 



4-methy(-5-csrt30xyoxindoie 



oxincote-026 



4-methy *-5-{3-cart30xy-n-pfX5py I } 
oxindole 



oxindote-029 



4-methy l-*5-(2-hydroxy ethy l)oxin 
dole 



oxindcle-032 



4-methyl-5H3-methoxy-n-propyl) 
oxindole 



oxtndole-035 



5-chiorcoxindo(e 



oxlndoie-021 



4-tircmooxindcrte 



oxmdole-024 



KUmethyl-5-csrtoxymethyioxindc 



oxindcle-027 



4-methyl- 5 -hydroxy methy (oxindo 
e 



oxtndoie-030 



4-methyi-5^2-methoxy ethyl) oxin 
dote 



oxindole-033 



5-aminosulfonyloxindole 



oxindofe-036 
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Table 11 (continued 



5-methylaminosuifonyiaxindole 



oxindote-037 



5-{4-thfluofornethY(anilinosuifony 
Ooxindoie 



oxindcie-038 



5-<morphciin-1-yt-3ulfonyi)oxind 
ole 



cxjndcle-039 



6-trifiuorometftyloxindole 



axindole-040 



5-<2-chloroethy()oxindaJe 



cxindcle-041 



5-carboxymethyloxindole 



oxindole-C42 



6-ca rboxy melhy loxindo le 



oxindoie-043 



4-methoxycarbonytoxindoie 



oxindole-044 



5-<nethoxycarbcnyioxindcIe 



oxindole-045 



6-methoxycarbonyioxindole 



oxindole-046 



4-cartx3xyoxindo<e 



oxindole-047 



5-cartaoxyoxlndcle 



oxindole-043 



6-carboxyoxindoie 



oxindde-049 



5-caxboxyethyloxindoie 



oxmdole-C50 



5-hydroxyethytoxindole 



oxindc(e-0S1 



4-methyt-5-aminooxindole 



oxindoIe-052 



4-methyl-5-nitrooxindole 



oxindoIe-053 



4-methyf-5Hodooxindole 



oxindole-054 
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Table 11 (continued) 



4-methyl-5-chlorcoxindole 



oxindole-055 



SSSD/22452. vQl 
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2-«£hoxyfcenza(dehyce 



CKO-GQ1 



4-fluorocenzafdenyde 



CHC-C04 



<t-bromoberi2aldehyde 



CHC-007 



u-fnetnyi-2-Oiioprienecarooxaice 
hyde 



CHO-010 



o-Brcmo-<i-nyaroxy-5-<netnoxyb 
enzaidehyde 



CHO-013 



tihyi-5-rarniyi-2-mechyt-;j-turanc 
arboxyiate 



CHO-016 



^.4-Uihyaroxy-3-metny!0enzaI5e 
hyde 



CHO-019 



5-Nltro-2-furaldehyde 



CHO-022 



Table 12 



2-toiaonenecsrbcnc3J<2eiTy d e 



CHCW02 



lndde-3-cart>ox3ldenyde 



CHO0Q5 



pyrrole-2-cartxncaidet^de 



CHO-CJC8 



Ji.4^jitxxx7io-3-fnetnyi-Z-pyrraec 
arbaxaideftyde 



CHO011 



1 -Hydroxy-2-naprthaklehyde 



CHO-014 



44-ofTTTyi-i-nietnoycarDonymeth 
yt-5-me- 1 H-pyrroie-2-carboxyftc 
acid metiTyf ester 

CHO-017 



U athyl5-rormy i-4-aietny-3-py rrci 
eproptonate 



CHO-C20 



4-fctnoxy-A-methoxyoenzaideny 
da 



CHCM323 



1 -metnytpyrrole-2H3artxjxalde^ry 
de 



CHO-003 



Shti ethyl thxophen 2-carooxaide 
hyde 



CHO-0C6 



2-Hyaroxy-o-metnoxy c^nzatden 
yde 



CHO-009 



tnyt-^4-oimemyi->4ormyi-3-py 
rrofecaroorytate 



CHO-012 



fc(ftyi-2(etroxycarDony i j^ecrSx 
ycart»nyimetftyt)-5-farmy1-3-oyrr 
cioprctrionatg 

CHO-015 



2-Hydroxy-3-nitrofcenz aldehyde 



CHO-018 



2-fuialdehyde 



CHO-02t 



3,4-Oihydroxybenzaldehyde 



CHO-024 
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2. 4-Oimetfioxy benzaidabyde 



CHO-025 



4-Hycroxycenxaidenytie 



CHO-023 



2-cnion>4-<lucrQbenzalclenyde 



CHC-031 



. 2.4,6-Trifluorcfcenzaldeftyde 



CHO-034 



Sailcylaidehyde 



CHO-037 



5-iMethyithio)thicpnene-2-c3roo 
xaldehyde 



CHO-039 



3- £thoxy-4-fiy croxy oenzaioeriya 



CHO-042 



1 -Mefchyl-2-far mylbenzimidazole 



CHO-045 



109 



Table !2 (continued) 



3.^uimemyi-u^tnyhZ-pyrrQicar 
boraideftyde 



CHCX328 



4-(Dime^hyiarnino>-oerc3iaenyd 



CHO-029 



^trcdenzaJdehyde 



CHO-032 



4^yorcpcy-2-ni«tnoxyDenxaid5T 
ytie 



CHO035 



Benzaidehyde 



CHO-OM 



i4-Otnyaroxy-d-aiothyitienzaice 
hyde 



CHO-C40 



2-Hyaraxy-o-meOioxyocn2aiQen 
yde 



CHO-043 



4-umoro-t-melhylpyra20ie-3-car 
boxatdehyde 



CHO-046 



PCTYUS97/14736 



2, 4 . 6-4nmethoxy benzaJOe^Tyde 



CHO-027 



2, ^-Omeinyi-^-carDemoxy pyrrol 
e-5-carooxafdehyde 



CHO-030 



*-r tuorc- 2Htnttuort>cnetnyt ) oenz 
ataeftyde 



CHC-033 



3 . 4-Clmetfioxyfcenzaldehy de 



CHO-03S 



3.5-dl8tnylpymole-2-carboxaidcii 
yde 



CHO-038 



Metnyt^-rormyM-<netnyh>pyTr 
oieproptonata 



CHO041 



2-imidazolccartoxaklehyde 



CHO-044 



2.3-dimetnyl-5-fdfTnylthiophcnc 



CHO-047 
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Z*rormyM.3.ey-ve:ranyaranaci 
e 



CHO046 



5-Chiorctnicpnene-2-carocxa<ce 
hyde 



CHC-051 



J-c-cucyi-r-oramo-Wiycrcxyoen 
zaldehyde 



CHC-0S4 



2.4.3-TrihydroxybenzaldetTyde 



CHO-057 



2,4-diflucrobenzaidehyde 



CHO-060 



4-ttnoxy-o-metnoxycenzalaehy 
de 



CHO063 



4-{Trifluoromethyi)benzaidefiyde 



CHO066 



2-Hy dr gxy-3-m etfioxy oenzaideh 
yde 



CHO-069 



Table 12 (continued) 



a-CMtcrcmemyi-^-niirosaucytora 
enyde 



CKO-049 



3»5-dimettTyt-3-foanyioymsle 



CHO-052 



o,5*QHcen-ouiyi-4--ayaTOyyceriza 
Idenyde tiemihydrate 



CHC-055 



2-forniyl-5-rttratttopnene 



CHO-458 



i3,6-Oimeinyi-4-nycroxyDenzaiae 
hyde 



CHO-061 



yde 



CHO-Q64 



4 , 6-Oirn ethoxy-saiicylaJdehyde 



CHO-C67 



t>-Bromo^ l 4^nydroxyoenzalde 
hyde 



CHO-070 • 



• -\i.o-Utcnicrccnenyi)pyrTOe- 
carDoxsidehyde 



CHO-050 



X-ducyi-4-nyoroxyDenzaiaenya 
e 



CHC-C53 



Idahyde 



CHO-055 



4-Cart3oxybenzaldehyde 



CHO-059 



>cniorcMWiyaroxy-b-<-ouiyiben 
zaidehyde 



CHO-062 



4-{Dibutyiamino)benzakaefTyde 



CHO-065 



2.3.4-Trihydroxybenzaldehyde 



CHO-068 



3,4-Otacetoxybenzaidehyde 



CHO-071 
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Table 12 (continued) 



4-Hycfoxy-a-rnetnyioenzaiaenya 



CHO-072 



2-i-iyaroxv--WTieinoxyoenzaiOQn 
yde 



CHO-075 



4-Carboxybenzaidehyde 



CHO-078 



2-Hycraxy«-4-rnetnaxyoenzaiOen 
yde 



CHO-081 



2. 3 , b , / - i ecnaftydro-a-fiydroxy-l 
H , 5H-ben2oGj]quinollzlne.9 
carboxatdehyde 



a,5-Ciloao-4-metnyl-2*pyTTClecar 
boxaidehyde 



CHO-087 



3,4-Oimeihyithienoibltfctopnene- 
2-carboxaldehyde 



CHO-Q90 



5-Meihyi furfural 



• CHO-093 



Z-3rornat>enzaJdehyde 



CHO-073 



2-8romobenzaide*iyde 



CHO-076 



-MJimethytanuno \ -napninaiaen 
yde 



00-079 



3-Hydroxy^t-nitrobenzaldahyde 



CHO-082 



3 ,5-Oii30propyl-4-hyaroxyDenzal 
dehyde 



CHO08S 



1 io ropnenyt)py rroie-2-caro 
oxaldehyde 



CHO-088 



3-Bromotniopnene-2-caroaxaide 
hyde 



CHO-091 



3-Methyl-l H-Pyrazoie-5-carooxa 
Idehyde 



CHO-094 



2.4-Cihydraxycenzaldenyde 



CHO-074 



3.c-QMen-cur/\-2-nyaroxyt)enza 
Idehyde 



CMC-077 



^Hydrcxy-3-^rtroPenzaldehyde 



CHO-080 



4-8rcrncbenr3idehyde 



CHO-083 



Benzo(b]furan-2-cartJOxaldehyde 



CHO-086 



5-Elhy[-2-Pur3ldehyde 



CHO-089 



6-ttrom<>2^yaroxy-3-methaxyD 
enzaidehyde 



CHO-092 



5-lodo2«furaJdehyde 



CHO-095 
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Table 12 (continued) 



5 - Memo xy -metftyt salicylate en 
yde 



CHC-096 



yrroiecarboxyiace 



CHO-099 



fuor o- etnoxy caroo n yi 
methoxycartxanyimethyUpyrTole- 
2-carfccxaldehyde 

CHC-102 



4-Chiorc-pyrazQie-a-canaoxaide 
hyde 



CHO-1Q5 



5-6rcmcfuran-2-cartoxaldehyde 



CHO-t03 



5-fluoroisatin 



CHOUt 



5-ethyt-2-formyithiophene 



CHO-114 



3,5^iethyipyrroie-2-caracxaldeh 
yde 



CHO-117 



fccnyt 

2 . ^-CMrnetnyi-5-fofmy-3-pyrrdec 
arboxyiaie 

CHO-097 



^{^rcrrnytpjpefazine-t-ytjbenz 
aldehyde 



CHO-100 



1 H*-<n jarooenzyi }-^-crcmopy^3 
2cie-5-csrtaxa(dehyda 



CHO-1C3 



bn^Tiaxycaroonyv^-<Tietnyv ^-oig 
myicart>onyi^yrrde--2-camoxaid 
ehyde 

CHO-106 



1 AOimethy^3-(brmyIcart33Zole 



CHCMG9 



3,4-dlmethyl-2-fcrmyipyrro<e 



CHO-112 



4-methoxytenzaldehyde 



CHO-115 



b-tienzytoxytnaoie-3-cartxjxalde 
hyde 



CHO1 18 



jd-^Tryt-5-;crmy-3-oriediy<- 2-pynro 
lecarocxyilc acid 



CHO-096 



A^^rormyimorpnonirK>1-yi)ben 
zalderryde 



CHO-1Q1 



(mtcazoie-A-cafcoxaWe^Tyde 



CHO-tOt 



5-<-6ucyt-4^nyonDxy->-*oaooenzaj 
deftyde 



CHO-107 



1 ,4-Uinydroxy-2-rcxmyt-3,6.7 t a : r 
etrattydronaphthaiene 



CHO-110 



i satin 



CHO-113 



4-dielhyiamtnobenzaJdehydo 



CHO-116 



>bromo-5-cniofo-24iydroxyten 
zaldertyde 



CHO-113 
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2.{4^niorapnenyitniojceni3iaen 
yde 



CHO-120 



6-Chiorcpipercnai 



CHO-121 



Chromcne-3-carbGxaldehyde 



CHO-122 



3-Cyanobenzaldenyde 



CHO-123 



^-Cyanobenzaic©nyde 



CHO-124 



6.cM3)critcrccrLromQne-3-carDax 
aldehyde 



CHCM25 



2.5-cthycrcxybenzsidenyde 



CHO-126 



2. 3-0i methoxybenzaldehyde 



CHO-127 



2,4-OimethoxyoenzaK:eftyde 



CHO-123 



2.5-CimethoxybenzaidQhyde 



CHO-129 



4-Uirnetnyiamino-2-metnoxyoen 
zaldehyde 



CHO-132 



5-ElhylfurfUraJ 



CHO-135 



2-Huoro-3-(lnuuaromethyt)oenz 
aldehyde 



CHO-138 



2-Ruoro^(tnrtuoromethyi) benz 
aldehyde 

CHO-U1 



2.6-Olmethoxybenzaldehyde, 



CHO130 



3,4-OimetfTyibenzaklehyde 



CHCM33 



Ferracenecarfcoxatdehyde 



CHO-136 



2-Hucrc^tnfiucxomeihyObenz 
aldehyde 



CHCM39 



2-Forniylphenoxyac8tic acid 



CHO-142 



3, 5-Oirr.eihaxy benzaicehyde 



CHO-131 



b./-u»metnyicnromone-3-cafcox 
aldehyde 



CHO-134 



Rucrene-2-carboxaidenyde 



CHO-137 



2-f- iuor o-bHinnuorDmetnyi) oenz 
aldehyde 



CHO-U0 



3-Methoxy-3,-memyteneaioxyoe 
nzaldehyde 

CHOU3 
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2-Methoxy- 1 -oapfithaidefryde 



CHC-144 



CHO-145 



4-^Metnytthio)benzalctetTyde 



CHO-146 



3-M ethyi tru o cn ene-2-cafocxalae 
hyde 



CHO-147 



hyde 



CHO-146 



pentamettrytbenzaidehyde 



CHCM49 



3-Phenoxytoenzaidehyce 



CHO-1SQ 



Pyndlne-2<artxaaidehyde 



CKO-1S1 



Pyridlne-^-canxjxaldehyde 



CHO-152 



Pyridine-4-cart:oxaidehyde 



CHO-153 



A-^yrrciiOincoetttatdenyoe/ 
98+% 



CHCM54 



1 ,2,3,6- Tetrahydrobereaidefiyde 



CHO-155 



2,3,4- Tri me thoxy benzaidehyde 



CH0153 



2,4.5-Trtmethoxybenzaidehyde 



CHO-157 



2,4,5-TrimettaxytenzaWeflyde 



CHO-153 



3.4 , 5-Trtmethoxybenzaidehyde 



CHO-159 



l - Acetyt^naoteca/Ooxaiaenyd 



CHO-160 



6-Oiiaro-3-fbnTiy(chnarnone 



CHO-161 



b-craora-o-(ormyi-/-niemyicnro 
mone 



CHO-162 



5-{2-Chioropheny()furfijrai 



CHO-163 



2-cnion>^uir»ainecamoxaJaen 
yde 



CHO-164. 



8.S-Oibromo-3-formyichromone 



CHO-165 



Z,b-U»meinoxy-3-tfitnahydrofur3C 
arboxaldehyde 

CHO-166 



4,5-0imetftyt-2-furaldehyde 



CHO-167 
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'3-tihyi-3-caroazaecarcaxaiaen 
yde 



CHC-163 



3-formy^HScpropylchromone 



CHC-171 



5-rormyturadl 



CHC-174 



S-(2-Nltrcphanyl)furfural 



CHO-177 



3, o^Usopropy M-metnoxyoenzai 
dehyde 



CHO-180 



4-oenzyioxy-3-t-outylbenzataeny 
de 



CHO-103 



3-i^uryi-3-cnloro-4-memoxyoen 
zaldehyde 



CHO-186 



4-benzytoxy-;M^utyk-b-iGciQoen 
zaldehyde 



CHO-189 



2-Formyi-6, 7-clmethylcfirornone 



CH0169 



3- form y(-€ -methyl chrcmcna 



CHO-172 



5-Meihcxyinaaie-3-carooxaiaen 
yde 



CHO-175 



(SH-)-^eriHaidenyde 



CHO-178 



4-oenzy wxy^J , 5-<3usopropytDenz: 
aldehyde 



CHO-131 



3^rom<>->4-Putyi-4-metnoxyoen 
zaldehyde 



CHO-184 



A-oenzytoxy-3-^-t)utyi-i>-cruorcoe 
nzaldehyde 



CHO-187 



344)utyW-methoxy-i>-oltn3oenza 
[dehyde 



CHO-190 * 



a^lmeihytcrrorncne 



CHO-170 



3-fcrrrryi-6-rirtrocr.rcrnone 



CHO-173 



1-Methyfisatin 



CHCM76 



2<Tnfluoroacetyi)thtophene 



CHO-179 



3-l-ouiy*-4-mettx3xyx»nzaicenya" 
e 



CHO-U2 



4-oenzytoxy-3-bromo-S-t-outyiDe 
nzaldehyde 



CHO-185 



J-t-our/U><oaa-*-n\ethoxyoenza 
Idehyde 



CHO-188 



4-benzyioxy-«-outyl-i>-naroben 
zaldehyde 



CHO-131 
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3,o-ot-l-ouryt--4wnemoxyoenzaid 
ehyde 



CHO-192 



-4-oen2yiaxy-3 t 5-<umetnyiO€nz3r 
dehyde 



CHO-195 



2-nyarcxy-5-nitroo€nraldehyde 



CHQ-19B 



3 , S-atchlcrasaflcyiatdehyde 



CHO-2Q1 



5-^nttuoromeihoxyjsaitcytaiGehy 
de 



CHO-204 



3-brcmo-4-nyaroxybenzatdenya 
e 



CHO-207 



3 , 5-dusopropyt-2-formylpyrTole 



CHO-210 



3-methyi-5-isopropyithlophene-2 
-carboxaldehyde 



CHO-213 



-a-oenzyioxy-J.a-aj-<-cucy\tenzai 
defryde 



CHO-193 



5Horomo2-nyaroxy->3-rneihoxy-o 
enzaldehyde 



CKO-196 



4-nyaroxy-a-nnra-J-metnoxyoe" 
nzstdehyde 



CHC-199 



S-crtofossiicyaldehyde 



CHO-202 



3, S-dibrontosailcyaldenyde 



CHO-205 



5-chiorosaiicyaJdehyde 



CHO-208 



3 , 5-dIm ethyttWopftene-2-carbcx 
aldehyde 



CHO-211 



3-^nethy1-5-cydopentylmethylthi 
ophene-2-carboxaidehyde 



CHO-214 



3,b-<jtmethy»-l-Tie:noxyDerLZ3ic3 
enyde 



CHOI 94 



S-bromosauc/aidenyce 201 



CHO-197 



3-3<roxysaiicyaldetTyde 



CHO-200 



4-<diethytam{na)saiicyaid ehyde 



CHO-203 



3-fluorcsaltcy3ldehyde 



CHO-206 



2-4, dimettiyl-5-focmyipyrTOie 



CHO-2Q9 



3-me(hyi-5-ethyidniophene-2-car 
boxatdehyde 



CHO-212 



3-methyl-5-cydapropytthiophene 
•2-carboxaldehyde 



CHO-215 
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! 4-m ethyl- 5- * thy itft icpn ene- 2 -car 
bcxaldenyde 



CHC-216 



4-<nethyl-5-<scpropyithjopnene-2 
-carboxaidehyde 



CHO-217 



<wne<ny1- 5-c/dopenryimemyttMJ 
opheae-2-carboxarfderiyde 



CHO-218 



4-methyi-5-o/copropyimachyUhl 
cphene- 2 -carboxaidehyde 



CHC-219 



5HSOpropyitrtaphene-2-carfcoxal 
certyde 



CHO-22Q 



5-^enyimet!ry1thiophene-2-cart 
oxaidehyde 



CHO-221 



5-c/cichexyimethyifchtoohene-2- 
carboxaidehyde 



CHC-222 



5-c/dahcxyithiophene-2<arbcx 
aldehyde 



CHO-223 



5-3henyithlophene-2-carooxalde 
hyde 



CHO-224 



3-methyl-5-propyithtcphene-2-ca 
rboxaldehyde 



CHO-225 



3-rn eUiyi- 5-cydohexy imethyttftio 
phene-2-carboxaldehyde 



CHO-226 



4-miethy I- S~propy ltruoprtene-2-ca 
rboxaldehyde 



CHO-227 



4~methyl-5-cydohexyimethy(thio 
phene-2-carboxaldehyde 



CHO-22B 



5wvbutytthioprtene-2-carbaxalde 
hyde 



CHO-229 



5-cydopft3pytfnethyithiQphene-2- 
carboxaidehyde 



CHO230 



5-cycioprcpylthiophene-2-carbo 
xaldehyde 



CHO-231 



3-methyi-5-phenylmethy<thiophe 
ne-2-carboxaidehyde 



CHO-232 



4^ethy1-5-phenytmethylthiophe 
ne-2-carboxaidehyde 



CHO-233 



5-cyctopentyime<hyilhiophene-2' 
carboxaidehyde 



CH0234 



5-cydcpentytthiophene-2<arbox 
aldehyde 



CHO-235 



4 t 5-dimethy1thiophene-2-carbox 
aldehyde 



CHO-236 



5-n-propylthiophene-2-carboxald 
ehyde 

CHO-237 
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MASTER 
BARCODE 


PLATE 
ROW 


PLATE 
COLUMN 


NAME 


10717 


A 


2 


3-(2-ethoxybenzyhdenyl)-5 t 7-dibromo-2-indoiinone 


10717 


A 


3 


3-[(thien-2-y0methylidenyiJ-5 t 7-dibromo-2- 
indolinone 


10717 


A 


4 


3-[{1-methylpyrrol-2-yl)methyiidenyl]-5,7-dibromo-2- 
indolinone 


10717 


A 


5 


3-(4-f]uorobenzyiidenyl)-5,7-dibromo-2-indolinone 


10717 


A 


6 


3-[(indol-3-yl)methylidenyl]-5,7-dibromo-2- 
indolinone 


10717 


A 


7 


3-[(2-methylthien-5-yl)methylidenyl]-5,7-dibromo-2- 
indolinone 


10717 


A 


8 


3-(4-bromobenzylidenyl)-5J-dibromo-2-indalinone 


10717 


A 


9 


3-[(pyrrol-2-yl)methylidenylj-5 l 7-dibromo-2- 
indoiinone 


10717 


A 


10 


3-(2-hydroxy-6-methoxybenzylidenyl)-5,7-dibromo- 
2-indolinone 


10717 


A 


11 


3-[(3,4-dibromo-2-methylpyrrol-5-yl)methylidenyl]- 
5,7-dibromo-2-indolinone 


10717 


B 


2 


3-(2-ethoxybenzylidenyl)-5-iodo-2-indolinone 


10717 


B 


3 


3-[(thien-2-yl)methy!idenyl]-5-iodo-2-jndolinone 


10717 


B 


4 


3-[(1-methyjpyrrol-2-yl)methylidenyl]-5-iodo-2~ 
indolinone 


10717 


B 


5 


3-(4-fiuorobenzyiidenyl)-5-iodo-2-indoiinone 


10717 


B 


6 


3-[(indol-3-yl)methyIidenyl]-5-iodo-2-indoiinone 
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10717 


B 


7 


3-[(2-methylthien-5-yl)methylidenyl]-5-iodo-2- 
indoiinone 


10717 


- B 


8 


3-(4-bromobenzyiidenyl)-5-iodo-2-indolinone 


10717 


B 


9 


3-[(pyrroI-2-yl)methylidenyl]-5-iodo-2-indolinone 


10717 


B 


10 


3-(2-hydroxy~6-methoxybenzylidenyl)-5-iodo-2- 
indolinone 


10717 


B 


11 


3-{(3 l 4-dibromo-2-methylpyrroi"5-yi)methylidenyl]-5- 
iodo-2-indolinone 


10717 


C 


2 


3-{2-ethoxybenzylidenyl)-5-bromo-4-methyi-2- 
indolinone 


10717 


C 


3 


3-[(thien-2-yl)methylidenyl]-5"bromo-4-methyl-2- 
indolinone 


10717 


C 


4 


3-[(1-methylpyrrol-2-yl)methyiidenyi]-5-bromo-4- 
methyl-2-indolinone 


10717 


C 


5 


3-(4-fluorobenzylidenyi)-5-bromo-4-methyl-2- 
indolinone 


10717 


C 


6 


3-[(indol-3-yl)methyiidenyl]-5-bromo-4-methyl-2- 
indolinone 


10717 


C 


7 


3-[(2-methylthien-5-yl)methylidenyl]-5-bromo-4- 
methyl-2-indolinone 


10717 


C 


8 


3-(4-bromobenzyiidenyl)-5-bromo-4-methyl-2- 
indolinone 


10717 


C 


9 


3-[(pyrrol-2-yl)methyiidenyl]-5-bromo-4-methyl-2- 
indolinone 


a r\~7 a ~~r 


c 




3-(2-hydroxy-6-methoxybenzyiidenyt)-5-bromo-4- 
methyl-2-indoiinone 


10717 


c 


11 


3-[(3 I 4-dibromo-2-methylpyrrol-5-yi)methylidenyi]-5- 
bromo-4-methyt-2-indolinone 


10717 


D 


2 


3-(2-ethoxybenzylidenyl)-5-methylaminosulfonyi-2- 
indolinone 
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10717 


D 


3 


\j [^u nci i y \j\ iicu iy nuci iy ij o I i icii iy id! MM lUbUlJOrlyl- 

2-indolinone 


10717 


_ d 


4 


*^-IY 1 •moth\/ln\/rrol-'?-\/l\mofh\/liHant/ll tz 

l\ i*i iicu lyipyi i ui-z~y ijineinyijusnyij-O'" 

methylaminosulfonyl-2-indolinone 


10717 


D 


5 


T-i'^l-fli mrnhpn7v/NHpn\;l\.^-mcithwlaminrici i ifAnwi o 
o nuuiuuciiiy nuci iy 1/- j-uicii lyiorninQSUironyi-*!- 

indoiinone 


10717 


D 


6 


3-f^indol-3-vnrneth\/lidpri\/n-^-rriPth\ylaminricf tifonwi 

w iuui \j y if i i icn iy HUCI iy 1 J <-J 1 1 IGrVl iy IOI I hi ivjiuijuny |- 

2-indolinone 


10717 


D 


7 


^-r/9.mPthvlfhi^n-^-vyhrn<ath\/[iHar\\/n c: 

o-i\<g-i iieu lyui ucii-j-yi^iiicuiyiiaenyij-o- 
methylaminosulfonyl-2-indolinone 


10717 


D 


8 


3-f4-bn2rnobenzviidenvh-5-mpthvlaminnc:i nfnm/i o 
indoiinone 


10717 


D 


9 


3-f(Dvrrol-2-vnmethvlidenvll-5-methv(aminnc:i iifonwi- 
2-indolinone 


10717 


D 


10 


3-(2-hvdroxv^HTiethoxvbenzviidenvh-5- 

*** * * J *"1 VAJ * 1 * w L 1 J WWl JT II Willi 1 1 V 1 J 

methylaminosuIfonyl-2-iridolinone 


10717 


D 


11 


3-f(3,4-dibromo-2-methvlDvrrol-5-vnmethvlidenvl1-5- 
methylaminosulfonyl-2-indolinone 


10717 


E 


2 


3-(2-ethoxybenzylidenyl)-5-{4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10717 


E 


3 


34(thien-2-vhmethvlidenvll-544- 
(trifluoromethyl)phenylaminosulfonyI]-2-indolinone 


10717 


E 


4 


3-1Y 1-methvlDvrroJ-2-vhmethv]idpn\/ll-^-r4- 
(trifluoromethyl)phenylaminosuIfonyi]-2-indo!inone 


10717 


E 


5 


3-M-fluorobenz\/lidpri\/h-^-.r4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indplinone 


10717 


E 


6 


3-[(indol-3-yl)methylidenyl]-5-[4- 
(trifluoromethyl)phenyiaminosulfonyl]-2-indolinone 


10717 


E 


7 


3-[(2-methyithien-5-yt)methylidenyl]-5-[4- 
(trifluorornethyl)phenylaminosulfonyl]-2-indolinone 


10717 


E 


8 


3-(4-bromobenzylidenyl)-5-[4- 
(trifluoromethyi)phenyJaminosulfonyl]-2-indolinone 



WO 98/07695 



PCT/US97/14736 



121 

Table 13 
(continued) 



10717 


E 


9 


3-[(pyrrol-2-yl)methyiidenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indoiinone 


10717 


- E 


10 


3-(2-hydroxy-6-methoxybenzyiidenyl)-5-{4- 
(trifluoromethyl)phenylaminosuifonyl]-2-indolinone 


10717 


E 


11 


3-[(3,4-dibromo-2-methy!pyrrol-5-yi)methylidenyl]-5- 
[4-(trifluoromethyi)phenylaminosulfonyi]-2- 
indolinone 


10717 


F 


2 


3-(2-ethoxybenzyiidenyl)-5-(morpholin-1-yl)sulfonyi- 
2-indolinone 


10717 


F 


3 


3-[(thien-2-yl)methylidenyl]-5-(morpholin-1- 
yl)sulfonyi-2-indoiinone 


10717 


F 


4 


3-[(1-methylpyrrol-2-yl)methylidenyl]-5-(morpholin- 
1 -yl)sulfony i-2-indolinone 


10717 


F 


5 


3-{4-f1uorobenzy)idenyl)-5-(morphoiin-1-yl)sulfonyl- 
2-indolinone 


10717 


F 


6 


3-[(indol-3-yl)methylidenyl]-5-(morphotin-1- 
yl)sulfonyl-2-indolinone 


10717 


F 


7 


3-[(2-methylthien-5-yl)methylidenyi]-5-(morpholin-1- 
yl)suifonyl-2-indolinone 


10717 


F 


8 


3-(4-bromobenzyiidenyl)-5-(morpholin-1-yl)sulfonyl- 
2-indolinone 


10717 


F 


9 


3-((pyrrol-2-yl)methylidenyl]-5-{morpholin-1- 
yl)suifonyl-2-indotinone 


10717 


F 


10 


3-(2-hydroxy-6-methoxybenzylidenyl)-5-(morpholin- 
1 -yl)suifony l-2-indolinone 


10717 


F 


11 


3-[(3,4-dibromo-2-methylpyrrol-5-yi)methylidenyl]-5- 
(morphoiin-1-yl)sulfonyl-2-indolinone 


10717 


G 


2 


3-(2-ethoxybenzylideny[)-5-(2-chloroethyl)-2- 
indolinone 


10717 


G 


3 


3-[(thien-2-yi)methylidenyl]-5-(2-chioroethyl)-2- 
indolinone 


10717 


G 


4 


3-[(1-methyipyrroi-2-yl)methylidenyl]-5-(2- 
chloroethyl)-2-indotinone 
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10717 


G 


5 


3-(4-fluorobenzylidenyl)-5-(2-chloroethyl)-2- 
indolinone 


10717 


_ G 


6 


3-((indoi-3-yl)methylidenyl]-5-{2-chloroethyl)-2- 
indoiinone 


10717 


G 


7 


3-[(2-methylthien-5-yl)methyjidenyi]-5-(2- 
chloroethyl)-2-indolinone 


10717 


G 


8 


3-(4-bromobenzylidenyl)-5-(2-chloroethyl)-2- 
indolinone 


10717 


G 


9 


3-[(pyrrol-2-yl)methylidenyi]-5-(2-chloroethyl)-2- 
indolinone 


10717 


G 


10 


3-(2-hydroxy-6-methoxybenzylidenyl)-5-(2- 
chioroethyl)-2-indoiinone 


10717 


G 


11 


S-ICS^-dibromo^-methylpyrrol-S-yOmethytidenyiJ-S- 
(2-chloroethyl)-2-indoIinone 


10718 


A 


2 


3-[(2,4-dimethyl-3-ethoxycarbonyipyrrol-5- 
yi)methylidenyl]-5jHdibromo-2-indolinone 


10718 


A 


3 


3-(3-bromo-2-hydroxy-5-methoxybenzyiidenyl)-5,7- 
dibromo-2-indoiinone 


10718 


A 


4 


3-[( 1 -hydroxy na pth-2-y !)methy iideny l]-5 , 7-dibromo- 
2-indolinone 


10718 


A 


5 


3>[[2-ethoxycarbonyl-3-(2-ethoxycarbonyi)ethyl-4- 
(ethoxycarbonyimethyi)pyrrol-5-yl]methylidenyl]- 
5,7-dibromo-2 -indolinone 


10718 


A 


6 


3-[(2-methyl-3-ethoxycarbonylfuran-5- 
yl)methy!idenyl]-5,7-dibromo-2-indoiinone 


10718 


A 


7 


S-^.S-dimethoxycarbonyi-S-methylpyrroM- 
yl)methyiidenyl]-5,7-dibromo-2-indolinone 


10718 


A 


8 


3-(4-chioro-3-nitrobenzyiidenyl)-5,7-dibromo-2- 
indoiinone 


10718 


A 


9 


3-(2,4-dihydroxy-3-methylbenzylidenyl)-5 l 7- 
dibromo-2-indolinone 


10718 


A 


10 


3-[(furan-2-yl)methylidenyl]-5,7-dibromo-2- 
indolinone 
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10718 


A 


11 


3-{(2-nitrofuran-5-yl)methylidenyl]-5 ( 7-dibromo-2- 
indolinone 


10718 


- B 


2 


3-[(2,4-dimethyl-3-ethoxycarbonyipyrrol-5- 
yl)methylidenyl]-5-iodo-2-indolinone 


10718 


B 


3 


3-(3-bromo-2-hydroxy-5-methoxybenzytidenyl)-5- 
iodo-2-indolinone 


10718 


B 


4 


3-[( 1 -hydroxy napth-2-y l)methylidenyl]-5-iodo-2- 
tndolinone 


10718 


B 


5 


3-[[2-ethoxycarbonyl-3-(2-ethoxycarbonyl)ethyl-4- 
(ethoxycarbonyimethyl)pyrrol-5-yl]methyiidenyl]-5- 
iodo-2-indolinone 


10718 


B 


6 


3-{(2-methyi-3-ethoxycarbonylfuran-5- 
yl)methyiidenyl]-5-iodo-2-indolinone 


10718 


B 


7 


3-[(2,3-dimethoxycarbonyl-5-methylpyrroM- 
yl)methylidenyi]-5-iodo-2-indolinone 


10718 


B 


8 


3-{4-chloro-3-nitrobenzyiidenyl)-5-iodo-2-indolinone 


10718 


B 


9 


3-{2,4-dihydroxy-3-methylbenzylidenyi)-5-iodo-2- 
indolinone 


10718 


B 


. 10 


3-[(furan-2-yl)methytidenyi]-5-iodo-2-indoiinone 


10718 


B 


11 


3-[(2-nitrofuran-5-yl)methylidenyl]-5-iodo-2- 
indolinone 


10718 


C 


2 


3-((2,4-dimethyl-3-ethoxycarbonyipyrro!-5- 
yl)methylidenyi]-5-bromo-4-methyl-2-indolinone 


10718 


c 


3 


3-(3-bromo-2-hydroxy-5-methoxybenzylidenyl)-5- 
bromo-4-methyl-2-indolinone 


10718 


c 


4 


3-[(1 -hydroxy napth-2-yl)methylidenyl]-5-bromo-4- 
methyI-2-indolinone 


10718 


c 


5 


3-[[2-ethoxycarbonyl-3-{2-ethoxycarbonyl)ethyl-4- 
(ethoxycarbonyImethyl)pyrroi-5-yl]methylidenyl]-5- 
bromo-4-methyl-2-indolinone 


10718 


c 


6 


3-[(2-methyl-3-ethoxycarbonyifuran-5- 
yi)methylidenyl]-5-bromo-4-methyl-2-indolinone 
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10718 


c 


7 


3-I72 3-dimethowcarhonvl-5-mpfhvlnvrml-4- 
yl)methylideny!]-5-bromo-4-methyl-2-indolinone 


10718 


C 


3 


o~\*f"uniwi w-»j"*f nil uuci iiy uoci iy ly-o-urorno^^rncinyi- 
2-indolinone 


10718 


C ' 


g 


«j \^,*r uii iy ui UAy-o-iiieinyiuenzyiiuenyi^~o*Drorrio-4- 

methyl-2-indolinone 


10718 


c 


10 


o-^iurcin-^-yijmeinyuuenyijO-Drom 
indolinone 


10718 


c 


11 


3 -f/ 2 -n i t rnf i j ra n v l\ mp t h v t i H <» n \j 1 1 - *%«h rn m n— 4 
w » mi uiu i cm i~ %j—y \f\ i icuiy uuci i y i j~iJ~ui Ui I lw~ ■♦*■ 

methyl-2-indolinone 


10718 


D 


2 


3-1Y2 4-diiTlPth\/U^.Pthnvvrarhr>nv/lnv/rfY>LR- 
w Hfci"T vim i ic li iy i j*cu lUAy L*ai uuny ifjy 1 1 Ul-O- 

yl)methylidenyl]-5-methylaminosulfonyl-2- 
indolinone 


10718 


D 


3 


3-f3-hrnfT^n-9-hvHrnvv-^-mpfhr*v\/hftriy\/hHom/l\ R 
w \o ui ui i iu i y u i UAy*j"i i icu iu Ay utr i i^y i iu e f l y 1 / <D 

methylaminosulfonyl-2-indolinone 


10718 


D 


4 


3-ff l-hvdrownanth-P-vhrTiPthvliriprn/n-^- 

methyfaminosulfonyl-2-indolinone 


10718 


D 


5 


3-fr2-ethoxvcarbonvi-3-^2-pthf5Y\/rarhnn\/hpthvl-d- 

(ethoxycarbonylmethy()pyrrol-5-yl]methylidenyl]-5- 
methylaminosulfonyl-2-indolinone 


10718 


D 


6 


S-f^-iriPthvl-S-pthnYVparhnnvlfi jrnn- 1 ^- 

w i\fc iiiwiiiy i sj cu iuaj uai uut lyiiui ai I u 

yi)methylidenyl]-5-methylaminosuifonyl-2- 
indolinone 


10718 


D 


7 


«j viii i icii lUAyLai uwi iy i-o-i i icu iy ipyn ui-**- 

yi)methylidenyl]-5-methylaminosulfonyi-2- 
indolinone 


10718 


D 


ft 


o-^M5niora-o~nfiroD©nzyiiuenyij-o- 
methyiaminosulfonyl-2-indolinone 


10718 


D 


g 


o-^^.H—uuiyui OAy-o^iTioinyiDeniyiiCieny i ) o~ 

methylaminosulfonyl-2-indolinone 


10718 


D 


10 


3-[(furan-2-yl)methylidenyl]-5-methylaminosulfonyl- 
2-indolinone 


10718 


D 


11 


3-[(2-nitrofuran-5-yl)methylidenyl]-5- 
methylaminosulfonyl-2-indoiinone 


10718 


E 


2 


3-{{2 t 4-dimethyl-3-ethoxycarbonylpyrrol-5- 
yl)methylidenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 



WO 98/07695 PCT/US97/14736 

125 

Table 13 
(continued) 



1071 ft 

l\J I to 


e 
c 


Q 
O 


3-(3-bromo-2-hydroxy-5-methoxybenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indoiinone 


1H71 ft 


p 


4 


3-[(1-hydroxynapth-2-yl)methyiidenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


1 fY71 ft 


tz 


5 


3-[(2-ethoxycarbonyl-3-(2-ethoxycarbonyl)ethyl-4- 
ethoxycarbony[methyl-pyrroi-5-yl)methylidenyl}-5- 
[4-(trifluoromethyl)phenyjaminosulfonyl]-2- 


1 ft 
lUf JO 


c 
t 


D 


3-[(2-methyl-3-gtTOXyfarbonylfuran-5- 
yl)methylidenyl]-5-{4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


1 H71 ft 


p 


7 


3-[(2,3-dimethoxycarbonyl-5-methylpyrrol-4- 
yl)methylidenylJ-5-{4- 
(tnfluoromethyl)phenylaminosulfonyl]-2-indolinone 


1 071 ft 




0 

o 


3-(4-chloro-3-nitrobenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


1H71 ft 
1 U/ 1 o 


p 


y 


3-(2,4-dihydroxy-3-methylbenzytidenyl)-5-[4- 
(trifluoromethyi)phenylaminosulfonyl]-2-indolinone 


1<Y71ft 
I U/ IO 


p 


4 A 
1U 


3-[(furan-2-yl)methyhdenyl]-5-{4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indoiinone 


10,71 ft 


p 


1 1 


3-[(2-nitroTuran-5-yl)metnyhdenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indo!inone 


1071ft 


p 
r 




3-[(2,4-d i methy l-3-etnoxy carbony 1 py rrol-5- 
yl)methylidenyl]-5-(morphoiin-1-yl)sulfonyl-2- 
indolinone 


1(171 ft 


r 


o 


3-{3-bromo-2-hydroxy-5-methoxybenzylidenyl)-5- 
(morphoiin-1-yl)sulfonyl-2-indolinone 


1071ft 


p 
r 


4 


3-[(1-hydroxynapth-2-yl)methyiidenyl]-5-(morpholin- 
1 -yl)sulfony l-2-indotinone 


1 071 ft 
I Uf I O 


r 


0 


3-[[2-ethoxycarbonyl-3-(2-ethoxycarbonyl)ethyt-4- 
(ethoxycarbonylmethyl)pyrrol-5-ylJmethylidenyl]-5- 
(morpholin-1-yl)suifonyi-2-indolinone 


10718 


p 
• 


a 
o 


o-[^-rneiny i - o-cinoAycoruonyiiuran-o- 
yl)methylidenyl]-5-(morpholin-1-yl)suifonyl-2- 
indolinone 


10718 


F 


7 


3-t(2,3-dimethoxycarbonyl-5-methyl-pyrrol-4- 
yl)methylidenyl]-5-(morpholin-1-yl)suifonyl-2- 
indolinone 


10718 


F 


8 


3-{4-chloro-3-nitrobenzylidenyl)-5-(morphoiin-1- 
yl)sulfonyl-2-indolinone 
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10718 


F 


9 


3-(2,4-dihydroxy-3-methyJben2ylidenyi)-5- 
(morpholin-1-yl)sulfony!-2-indolinone 


10718 


- F 


10 


3-[(furan-2-yl)methyiidenyl]-5-(morpholin-1- 
yl)suifonyl-2-indo[inone 


10718 


F 


11 


3-[(2-nitrofuran-5-yi)methylidenylJ-5-{morpholin-1~ 
yl)sulfonyl-2-indolinone 


10718 


G 


2 


3-[(2 t 4-dimethyl-3-ethoxycarbonyipyrrol-5- 
yi)methylidenyi]-5-(2-chloroethyl)-2-indolinone 


10718 


G 


3 


3-(3-bromo-2-hydroxy-5-methoxybenzylidenyl)-5~ 
(2-chloroethyl)-2-indolinone 


10718 


G 


4 


3-[( 1 -hydroxy napth-2-yi)methy lideny l]-5-(2- 
chloroethyl)-2-indolinone 


10718 


G 


5 


3-[[2-ethoxycarbonyi-3-(2-ethoxycarbonyl)ethyl- 
4(ethoxycarbonylmethyi)pyrrol-5-y!]methylidenyl]-5- 


10718 


G 


6 


3-[(2-methyl-3-ethoxycarbonylfuran-5- 
yl)methyiidenyl]-5-(2-chloroethyl)-2-indofinone 


10718 


G 


7 


3-[(2,3«.dimethoxycarbonyl-5-methylpyrrol-4- 
yl)methyiidenyl]-5-(2-chloroethyl)-2-indolinone 


10718 


G 


8 


3-(4-chloro-3-nitrobenzylidenyl)-5-(2-chIoroethyl)-2- 
indolinone 


10718 


G 


9 


3-(2,4-dihydroxy-3-methylbenzylidenyl)-5-(2- 
chioroethyl)-2-indolinone 


10718 


G 


10 


3-((furan-2-yl)metriylidenyl]-5-(2-ch]oroethy!)-2- 
indolinone 


10718 


G 


11 


3-[(2-nrtrofuran-5-yl)methylidenyl]-5-(2-chloroethyl)- 
2-indolinone 


10719 


A 


2 


3-(4-ethoxy-3-methoxybenzyiidenyl)-5 l 7-dibromo-2- 
indolinone 


10719 


A 


3 


3-(3,4-dihydoxybenzylidenyl)-5jHjibromo-2- 
indolinone 


10719 


A 


4 


3-(2 ? 4-dimethoxybenzylidenyl)-5,7-dibrorno-2- 
indoiinone 
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10719 


A 


5 


3-[(2,4-dimethyl-3-ethyipyrrol-5-yl)methylidenyl]- 
5,7-dibromo-2-indoiinone 


10719 


- A 


6 


3-(2 I 4,6-trimethoxybenzylidenyl)-5 l 7-dibromo-2- 
indolinone 


10719 


A 


7 


3-(44iydroxybenzylidenyl)-5J-dibromo-2-indolinone 


10719 


A 


8 


3-(4-dimethylaminobenzyiidenyl)-5,7-dibromo-2- 
indolinone 


10719 


A 


9 


3-(2-chloro-4-fluorobenzylidenyl)-5,7-dibromo-2- 
indolinone 


10719 


A 


10 


3-(3-nitrobenzylidenyl)-5,7-dibromo-2-indolinone 


10719 


A 


11 


3-[4-f]uoro-2-(trifluoromethyl)benzylidenyl]-5,7- 
dibromo-2-indolinone 


10719 


B 


2 


3-(4-ethoxy-3-methoxybenzyiidenyl)-5-iodo-2- 
indolinone 


10719 


B 


3 


3-(3,4-dihydoxybenzylidenyi)-5Hodo-2-indoiinone 


10719 


B 


4 


3-(2 ( 4-dimethoxybenzylidenyi)-5-iodo-2-indolinone 


10719 


B 


5 


3-[(2,4-dimethyl-3-ethylpyrroi-5-yl)methyiidenyl]-5- 
iodo-2-indoiinone 


10719 


B 


6 


3-(2 f 4 1 6-trimethoxybenzytidenyi)-5-iodo-2- 
indolinone 


10719 


B 


7 


3-(4-hydroxybenzylidenyl)-5-iodo-2-indolinone 


10719 


B 


8 


3-(4-dirnethyiaminobenzyiidenyi)-5HOdo-2- 
indolinone 


10719 


B 


9 


3-(2-chloro-4-fluorobenzylidenyl)-5-iodo-2- 
indolinone 


10719 


B 


10 


3-(3-nitrobenzyiidenyl)-5-iodo-2-indolinone 
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10719 


B 


1 1 
i i 


o-[H-HUoro-z^iniiuorometnyi;Denzyiia 
indolinone 


10719 


c 


2 


o-^-cii lUAy-o-meinuxyuenzyiiaeriyi /-o-Dromo-4- 
methyl-2-indolinone 


10719 


c 


3 


^ \o,*t-un lyuuAy uci icy<iuct ly i ~u i u i n (Tl Sin V - 

indolinone 


10719 


c 


4 


*j V*»»** vjii i icu lUAyuci i^yiiucny i j~o~DrornO^*rnetny|»^- 

indolinone 


10719 


c 


5 


U^i^ -vumetnyi -o -einyipyrroi-o-yi)metnyiidenyl]-5- 
bromo-4-methyl-2-indolinone 


10719 


c 


6 


*j iNuicinoxyDenzyuaenyij-D-Dronio^-rTietriyi- 
2-indolinone 


10719 


c 


7 


o-^H-(iyuiOAyuenzyiiuenyijo-oromo^-nietnyi-2- 
indolinone 


10719 


c 


a 
o 


o-^H-aimeinyiafninoDenzynaenyi)-o-Dronio-4- 
methyl-2-indolinone 


10719 


c 


9 


«j uui u^-iiuui uuci i^yuuenyiy-o-urorno-^+'- 
methyl-2-indolinone 


10719 


c 


10 


»-> v o-i nil uucsi i^yiiucriyi^-o-Dr orno^-rneinyi-ii- 
indolinone 


10719 


c 


1 1 


u ^-iiuui u-^-^u iiiuui ui i leinyi ^Ljenzyiiuenyij-o-Dromo- 
4-methyl-2-indolinone 


10719 


n 


o 


o-(*»-einoxy-o-nrieinoxyDenzyiiaenyi)-5- 
methylaminosulfonyl-2-indolinone 


10719 


o 


3 


o-\o,^-uiiiyu(jAyijenzynuenyiy-o- 
methylaminosulfonyl-2-indolinone 


10719 


D 


4 


S-^^-dimethoxybenzylidenyO-S- 
methylaminosulfonyl-2-indolinone 


10719 


D 


5 


3-[(2,4-dimethyl-3-ethylpyrroJ-5-y()methylidenyl]-5- 
methylaminosulfonyl-2-indoiinone 


10719 


D 


6 


3-(2 , 4 , 6-tri methoxy benzyl id eny l)-5- 
methylaminosulfonyI-2-indolinone 
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10719 


D 


7 


3-(4-hydroxybenzy!idenyl)-5-methyiaminosu]fonyl- 
2-indoiinone 


10719 


- D 


8 


3-(4-dimethylaminobenzyiidenyl)-5- 
methylaminosulfonyl-2-indoiinone 


10719 


D 


9 


3-(2-chloro-4-fluorobenzylidenyl)-5- 
methylaminosulfonyl-2-indoiinone 


10719 


D 


10 


3-{3-nitrobenzylidenyl)-5-methylaminosuifonyl-2- 
indolinone 


10719 


D 


11 


3-{4-fluoro-2-(trifluoromethyi)benzylidenyi]-5- 
methylaminosuJfonyl-2-indoiinone 


10719 


E 


2 


3-(4-ethoxy-3-methoxybenzylidenyi)-5«{4- 
(trif]uoromethyl)phenylaminosulfonyl]-2-indolinone 


10719 


E 


3 


3-(3,4-dihydoxybenzyiidenyl)-5-(4- 
(trifluoromethyi)phenylaminosulfonyl]-2-indoiinone 


10719 


E 


4 


3-(2,4-dimethoxybenzylidenyl)-5-[4- 
(trifluoromethyl)phenyiaminosulfonyl]-2-indolinone 


10719 


E 


5 


3-[(2,4-dimethyl-3-ethy!pyrrol-5-yl)methylidenyl]-5- 
[4-(tnfluoromethyl)phenylaminosu!fony!]-2- 
indolinone 


10719 


E 


6 


3-(2,4 t 6-trimethoxybenzyiideny!)-5-[4- 
(trifluoromethyi)phenylaminosulfonyl]-2-indotinone 


10719 


E 


7 


3-(4-hydroxybenzyiidenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfonyi]'2-indoiinone 


10719 


E 


8 


3-{4-dimethylaminobenzylidenyl)-5-[4- 
(trifluoromethyi)phenylaminosulfonyl]-2-indolinone 


10719 


E 


9 


3-(2-chloro-4-fluorobenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosuifonyl]-2-indolinone 


10719 


E 


10 


3-(3-nitrobenzylidenyl)-5-[4- 
(trif)uoromethyl)phenylaminosulfony!]-2-indoiinone 


10719 


E 


11 


3-[4-fiuoro-2-(trifluoromethyl)benzylidenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indoiinone 


10719 


F 


2 


3-(4-ethoxy-3-methoxybenzyiidenyi)-5-(morpholin- 
1 -y l)sulfony l-2-indolinone 
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1 071 q 


r 


Q 
O 


J-(o,4-dinyaoxyDenzyhdenyl)-5-{morpnolin-1- 
yl)sulfonyl-2-indolinone 


i u / i y 


_ f- 


4 


3-(2,4-dimethoxyben2yiidenyl)-5-(morpholin-1- 
yl)sulfanyl-2-indolinone 


1 n7i q 
i u / i y 


r 


0 


o4(2,4-dimetnyl-j-etnylpyrrol-5-y!)methylidenylJ-5- 
(morpholin-1-yi)sulfonyl-2-indolinone 


1071 Q 


c 
r 


D 


o-(z,4 l o-tnmetnoxyDen2yJjdenyl)-5-(rnorpnoitn-1- 
yl)suifonyl-2-indolinone 


10719 


p 


7 


o-^H-nyaroxyDenzyiiuenyij-o-(rnorpnoi 
yl)sulfonyl-2-indolinone 


1071Q 


p 
i 


D 

o 


j-^-aimeiny(aminoDen2yiiuenyi)-o-(morpnolin-1- 
yl)sulfonyl-2-indolinone 






Q 

y 


o-\z-cnioro^-HUoroDenzyiiaenyi;-o-(nnorpnolin-1- 
yl)sulfonyl-2-indolinone 


10719 


F 


10 


o-^o-niiruueniyiiaenyi;-o-\iTiorpnon^ i -y su irony i-z- 
indolinone 


10719 


F 


1 1 


o-^h-iiuui u-z-\u iiiuoi orneinyiyDcriiyiiuBnyij-o- 
(morphoiin-1-yl)suifonyl-2-indolinone 


10719 




Z 


o-(4-etnoxy-^-rnetnoxyDenzyHdenyi)-5-(2- 
chioroethyl)-2-indolinone 


1 071 Q 

i u / i y 


o 


o 
O 


3-(3,4-dihydoxybenzyiidenyl)-5-(2-chloroethyl)-2- 
indoiinone 


1 071 Q 
iu/ i y 


o 


4 


o-(2,4-aimetnoxycenzyltdenyl)-5-{2-cnloroethyl)-2- 
indolinone 


1 071 Q 


o 


0 


3-[(2,4-dimetnyl-3-etnylpyrrol-5-yl)methylidenyi]-5- 
(2-chloroethyl)-2-indolinone 


10719 


G 


6 


4 R-trim< a thnwhpn7uliH<an\/n-^-/9-phlrirnofh\/l\ 
%j \fc,"r, wii it i icu iuAy uci i^y iiuci ly ijvji Uull iy 11- 

2-indoiinone 


10719 


G 


7 


3^4-hydroxybenzylidenyl)-5-(2-chloroethyi)-2- 
indolinone 


10719 


G 


8 


3-(4-dimethyiaminobenzylidenyl)-5-(2-chloroethyl)- 
2-indolinone 
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10719 


G 


9 


3-(2-chloro-4-fluorobenzylidenyi)-5-{2-chioroethyi)- 
2-indolinone 


10719 


- G 


10 


3-(3-nitrobenzylidenyl)-5-(2-chloroethyl)-2- 
indolinone 


10719 


G 


11 


3-[4-fluoro-2-(trifluoromethyl)benzylidenyl]-5-(2- 
chloroethyi)-2-indoiinone 


10720 


A 


2 


3-<2A6-tnfluorobenzylidenyl)-5J-dibromo-2- 
indolinone 


10720 


A 


3 


3-(4-hydroxy-2-methoxybenzyiidenyl)-5J-dtbromo- 
2-indolinone 


10720 


A 


4 


3-{3,4<limethoxybenzylidenyl)~5J-dibromo-2- 
indolinone 


10720 


A 


5 


3-(2-hydroxybenzylidenyi)-5,7-dibromo-2-indolinone 


10720 


A 


6 


3-benzylidenyl-5 t 7-dibromo-2 -indolinone 


10720 


A 


7 


3-[(2-methyimercaptothien-5-yl)methyiidenyl)-5 l 7- 
dibromo-2-indolinone 


10720 


A 


8 


3-(2,4-dihydroxy-6-methylbenzylidenyl)-5,7- 
dibromo-2-indolinone 


10720 


A 


9 


3-(3-ethoxy-4-hydroxybenzyiidenyl)-5J-dibromo-2- 
indolinone 


10720 


A 


10 


3-(2-hydroxy-5-methoxybenzylidenyl)-5,7-dibromo- 
2-indolinone 



10720 


A 


11 


3-[(imidazol-2-yl)methylidenyl]-5,7-dibromo-2- 
indolinone 


10720 


B 


2 


3-(2,4 t 6-trifluorobenzylidenyl)-5-iodo-2-indoiinone 


10720 


B 


3 


3-(4-hydroxy-2-methoxybenzylidenyl)-5-iodo-2- 
indolinone 


10720 


B 


4 


3-(3,4-dimethoxybenzylidenyi)-5-iodo-2-indolinone 
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10720 


□ 


□ 


3-(2-hydroxybenzylidenyl)-5-iodo-2-indolinone 


10720 


R 


o 


o-Denzyiiaenyi-o-ioao-z-indoiinone 


10720 


B 


7 


Q f/O moth 1/ iflftfl ro q ntrtt h ia n \ < 1 \ mn^K i ;l iHn rM ill c 

^ l\^"nieinyiniercapioinien-D-yijm 
iodo-2-indolinone 


10720 


B 


a 

o 


o-^^-ainyaroxy-D-meinyiDenzyiiaenyij-o-iodo-Z- 
indoiinone 


1 0790 


D 
o 


Q 


3-(3-ethoxy-4-hydroxybenzylidenyl)-5-iodo-2- 
indolinone 


10720 


R 




o-\z-nyaroxy-o-metnoxyuenzyiiaenyj)-o-iodo-2- 
indolinone 


10720 


R 




o-i(imiaazoi-z-yt)iTietnyiiaenytj-o-iodo-2-indolinon 


10720 


P 


9 


o-^i^iO"tnnuorouenzyiiaenyi;-o-DrorTio^-rTietny 
indoiinone 


10720 






o-^-nyuroxy-z-metnoxyDenzyiiaenyi;-o-Drorno-4- 
methyl-2-indoiinone 


10720 


c 




o-^o^-aimeinoxyDenzyuaenyij-o-Dromo^-rnstny!^ 
indoiinone 


10720 


c 




o-^-nyaroxyDenzyiiaenyi;-o-Dromo-4-nrietnyhii- 
indolinone 


10720 




u 


o-uenzyiiaenyi-o-Dronrio-4-rnetnyi-^-inaoiinone 


10720 


p 


7 


j-l(z-metnyirnercaptotn}en-o-yi)metnyiidenyi]-5- 
bromo-4-methyl-2-indolinone 


10720 


c 


8 


3-(2 4-dihvdroxv-6-rnethvlb^nzvHripnvh-^-hrnmn-J.- 
methyl-2-indolinone 


10720 


c 


9 


3-<3-ethoxy-4-hydroxybenzyiidenyl)-5-bromo-4- 
methyl-2-indoIinone 


10720 


c 


10 


3-(2-hydroxy-5-methoxybenzylidenyI)-5-bromo-4- 
methyl-2-indoiinone 
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10720 


C 


11 


3-[(imida20i-2-yl)methy|jdenyl]-5-bromo-4-methy!-2- 
indolinone 


10720 ~- 


D 


2 


3-{2,4 1 6-trjfluorobenzyiidenyl)-5- 
methylaminosulfonyl-2-indoiinone 


10720 


D 


3 


3-{4-hydroxy-2-methoxybenzylidenyl)-5- 
methylaminosulfonyl-2-indolinone 


10/20 


D 


4 


3-(3,4-dirnethoxybenzylideny!)-5- 
methylaminosulfonyl-2-indolinone 


10720 


D 


5 


3-(2-hydroxybenzylidenyl)-5-methyiaminosuifonyl-2- 
indolinone 


10720 


0 


6 


3-benzylidenyl-5-methylaminosuifonyl-2-indolinone 


10720 


D 


7 


3-[(2-methyimercaptothien-5-yi)methylidenyl]-5- 
methylaminosulfonyl-2-indolinone 


10720 


D 


8 


3-(2,4-dihydroxy-6-methyibenzylidenyl)-5- 
methyiaminosulfonyl-2-indolinone 


10720 


D 


9 


3-(3-ethoxy-4-hydroxybenzylidenyl)-5- 
methyiaminosulfonyl-2-indoiinone 


10720 


D 


10 


3-(2-hydroxy-5-methoxybenzylidenyi)-5- 
methylaminosulfonyi-2-indoiinone 


10720 


D 


11 


3-[{imidazol-2-yl)methylideny!]-5- 
methylaminosulfonyi-2-indoiinone 


10720 


E 


2 


3-(2,4,6-trif]uorobenzyiideny!)-5-[4- 
(trifluoromethyl)phenylaminosuifonyl]-2-indoiinone 


10720 


E 


3 


3-(4-hydroxy-2-methoxybenzylidenyl)-5-{4- 
(trifluoromethyi)phenyiaminosulfonyi]-2-indolinone 


1 U/ZU 


r— 

c 


A 

4 


o-(o,4-aimetnoxyuenzyudenyi)-544- 
{trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10720 


E 


5 


3-(2-hydroxybenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfonyl)-2-indolinone 


10720 


E 


6 


3-benzylidenyl-5-[4- 
(trifluoromethyl)phenylaminosuifonyl]-2-indoJinone 
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1 (Y70C\ 
I U / ZU 




7 


o-i(z-metnytmercaptotnien-o-yi)rnetnyHaenyl]- 
(trifIuoromethyl)phenylaminosulfonylI-2-indoiinone 


I U/ — 




a 
O 


o-(^,4~ainyafoxy-D-methyioen2yliaeny()-5-[4- 
(trifluoromethyl)phenylaminosulfonyJ]-2-indolinone 


1 0720 


p • 


q 


o-^o-etnoxy-4-nyaroxyDenzyliuenyl)-o-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10720 


E 


10 


*^-/9— h\/H fr\ vv/-^ mo^hnvv/Kon7v/li/^anul\ C r /I 

«j \i i lyui u Ay-o-meinoxy Denzy iiaeny i j-D-[*»- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10720 




1 1 


o-[^irniQazui-z-yiji7i6inyiiuen^ 
(trifluoromethyl)phenylaminosuifonyl]-2-indolinone 


10720 


F 


2 


yi)sulfonyl-2-indolinone 


10720 


F 


3 


^-hvrlmYU-^.mothnv^/honTv/liHonx/^^fi / mrtrnhnlin 

'-» v*t i ly ui vAy-^-ir icii tUAy utsi izyiiucny i^3~\rnorpnoHn- 
1 -yl)sulfony l-2-.ndolinone 


10720 


F 


4 


>j -^o,*+-uiii ieu iOAyuenzyiiaenyi/-o-^rnorpnoiin- 1 - 
yl)sulfonyi-2-indoJinone 


10720 


F 


5 


^_/0_h\/H rr^ Y\/ Horry w i iHon\/h_f\_/ mnrnhnl i t-i i 

u-^-i lyui UAyuciiz.yiiuciiyi^-o-\irior pnoun- i - 
yl)suifonyl-2-indo!inone 


10720' 


F 


5 


o-DenzyHuenyi-o-^rnor pnoiin- 1 -yiysu irony I— ^d- 
indolinone 




p 
r 


7 


o-l(z-metnyimercaptotnien-o-yi)metnylideny!j-o- 
(morpholin-1-yl)suifonyl-2-indoiinone 


1 0790 


F 

4 


Q 
O 


3-(2 f 4-dthydroxy-*6-<nethylbenzy[idenyl)-5- 
(morphoiin-1-yl)sulfonyI-2Hndoiinone 


10790 


C 

1 


Q 


o-( j-einoxy^-nyaroxyDenzy!iuenyi)-o-(morpnoiin-l- 
yl)su.fonyI-2-indoi.none 


10720 


F 


10 


3-f2""hvdroxv-5-methoyvbenzvJiden\/IWS-^ mnrnholin- 
1-yl)sulfonyl-2-indolinone 


10720 


F 


11 


3-[(imidazol-2-yl)methyiidenyi]-5-(morpholin-1- 
yl)su»fonyl-2-indoiinone 


10720 


G 


2 


3-(2,4 ( 6-trifluorobenzyiidenyi)-5-(2-chloroethyl)-2- 
indolinone 
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10720 


G 


3 


3-(44iydroxy-2-methoxybenzylidenyl)-5-(2- 
chloroethyl)-2-indoiinone 


10720 


G 


4 


3-(3,4-dimethoxybenzylidenyl)-5-(2-chloroethyl)-2- 
indolinone 


10720 


G 


5 


3-(2-hydroxybenzylidenyl)-5-(2-chloroethyl)-2- 
indolinone 


10720 ; 


G 


6 


3-benzyiidenyl-5-(2-chioroethyt)-2-indolinone 


10720 


G 


7 


3-[(2-methylmercaptothien-5-yl)methylidenyl]-5-(2- 
chtoroethyl)-2-indolinone 


10720 


G 


8 


3-(2,4-dihydroxy-6-rnethylbenzylidenyl)-5-(2- 
chloroethyl)-2-indoiinone 


10720 


G 


9 


3-(3-ethoxy-4-hydroxybenzylidenyl)-5-(2- 
chloroethyl)-2~indoiinone 


10720 


G 


10 


3-(2-hydroxy-5-methoxybenzylidenyi)-5-{2- 
chloroethyi)-2-indo)inone 


10720 


G 


11 


3-[(imidazol-2-yl)methylidenyl]-5-(2-chloroethyl)-2- 
indolinone 


10721 


A 


2 


3-[(1-methylbenzimidazol-2-yl)methylideny!]-5,7- 
dibromo-2-indolinone 


10721 


A 


3 


3-[(4-chloro-1-methylpyrazol-3-yl)methy(idenyi]-5,7- 
dibromo-2-indolinone 


10721 


A 


4 


S-P.S-dimethylthien-S-yOmethylidenyll-SJ- 
dibromo-2-indolinone 


10721 


A 


5 


3-[(4 l 5,6,7-tetrahydroindol-2-yl)methylidenyl]-5 l 7- 
dibromo-2-indolinone 


10721 


A 


6 


3-(3-chloromethyl-2-hydroxy-5-nitrobenzytidenyl)- 
5,7-dibromo-2-indolinone 


10721 


A 


7 


3-[(2-chiorothien-5-yl)methylidenyl]-5,7-dibromo-2- 
indoiinone 


10721 


A 


8 


3-[(2,4-dimethylpyrrol-5-yi)methyiidenylJ-5,7- 
dibromo-2-indolinone 
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10791 


A 

r\ 




o-^o-i-Dutyi^-nyaroxyDenzyliaenyl)-5 t 7-dibromo-2- 
indolinone 


1 072 1 


A 

r\ 


1 n 


o-^o-oromo-o-t-Dutyi^-nyaroxyuenzyliuenylJ-o^- 
dibrorno-2-indoiinone 


10721 


A 


1 1 


o-^o.o-ai-i-Duiyi^-nyaroxyDenzyiicienyi^-o,/- 
dibromo-2-indolinone 


10721 


B 


2 


a n i mciuy iuuiiz.111 iiuazui-^-yiyrneinyuaenytj-o-ioao- 
2-indolinone 


10721 


B 


3 


° In w ,,u ' u • -f ueinyipyrazoj-o-yi jrnetnyiicienyij-o- 
iodo-2-indoiinone 


10721 


B 


4 


3-fY2 S-rtimPthvlthifan-^-v/hrrxathutiHonwil ^ i n Hn O 
■ w uii i iciuy iii tici i-%j-yi}i i icu lyjiueny ij-o-iOQQ-^- 

indolinone 


10721 


B 


5 


° IV m^i^i' any uj uu iuui~c.~yjjnicu lyiiucny IJ-O-IOUO- 

2-indoIinone 


10721 


6 


6 


3-f 3-rhlnrnrnPthv/l-9-hwHrnvv- t \-nifrrihtin"T\/liHc»ri>/IN *s 

*j \o unui (jiiteii iy i-^-nyui uAy-Q-i uiruueniy iiuenyi^-o*" 
iodo-2-indolinone 


10721 


B 


7 


\*\ iiuj uu uci i-%j-yi^iiit3u lyiiucnyij-o-jouo-z- 

indolinone 


10721 


B 


u 


4-Him<ith\/lri\yrrrkJ_^-v/l\r«of K*/liH^rk\ill fx ii-krl^ O 

« U^iH"Uuneinyipyrroi*o-yi/inein 
indolinone 


10721 


B 


q 


o-yo-i-uutyf-^-riyuroxyuenzyiiaenyiy-o-ioao-*;- 
indolinone 


10721 


R 


1 n 

1 u 


-Dromo-o-i-Duiyi-^-nyQroxyDenzyijaenyi)-o-ioQO- 
2-indolinone 


10721 


B i 


1 1 

i 1 


o-\*j,%j-u»-i-uuiyi-**-iiyaroxy DenzyHucnyij-o-iQUO-fa- 
indolinone 


10721 


C 


2 


3-[{1-methylbenzimidazoi-2-yl)methyiidenyl]-5- 
bromo-4-methyl-2-indolinone 


10721 


C 


3 


3-[(4-chloro-1-methylpyrazol-3-yl)methylidenyl]-5- 
bromo-4-methyl-2-indolinone 


10721 


C 


4 


3-[(2,3-dimethyithien-5-yl)methylidenyi]-5-bromo-4- 
methyl-2-indolinone 
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10721 


C 


5 


3-[(4,5 t 6,7-tetrahydroindoi-2-yl)methylidenyi]-5- 
bromo-4-methyl-2-indolinone 


10721 -- 


C 


6 


3-(3-chloromethyl-2-hydroxy-5-nitrobenzylidenyl)-5- 
bromo-4-methyl-2-indolinone 


10721 


c 


7 


3-[(2-chiorothien-5-yl)methylidenyi]-5-bromo-4- 
methyl-2-indolinone 


10721 


c 


8 


3-[(2,4-dimethylpyrrol-5-yl)methylidenyl]-5-bromo-4- 
methyl-2-indolinone 


10721 


c 


9 


3-(3-t-butyl-4-hydroxybenzylidenyl)-5-bromo-4- 
methyl-2-indoIinone 


10721 


c 


10 


3-(3-bromo-5-t-butyi-4-hydroxybenzylidenyl)-5- 
bromo-4-methyl-2-indolinone 


10721 


c 


11 


S^S.S-di-t-butyl^-hydroxybenzylidenyO-S-bromo^- 
methyl-2-indolinone 


10721 


D 


2 


3-[(1-methytbenzimidazol-2-yl)methylidenyl]-5- 
methylaminosulfonyl-2-indolinone 


10721 


D 


3 


3-[(4-chioro-1-methylpyrazol-3-yl)methytidenyl]-5- 
methylaminosulfonyl-2-indolinone 


10721 


D 


4 


3-t(2,3-dimethylthien-5-yl)methylidenyl]-5- 
methylaminosulfonyl-2-indolinone 


10721 


D 


5 


3-[(4,5 l 6,7-tetrahydroindol-2-yl)methyiidenyi]-5- 
methylaminosulfonyl-2-indolinone 


10721 


D 


6 


3-(3-chloromethyl-2-hydroxy-5-nitrobenzylidenyl]-5- 
methylaminosuifonyl-2-indoiinone 


10721 


D 


7 


3-[(2-chlorothien-5-yl)methylidenyl]-5« 
methylaminosulfonyl-2-indolinone 


10721 


D 


8 


3-[(2 l 4-dimethylpyrrol-5-y!)methylideny!]-5- 
methy!aminosulfonyl-2-indolinone 


10721 


D 


9 


3-(3-t-butyl-4-hydroxybenzyIidenyl)-5- 
methylaminosuifonyl-2-indolinone 


10721 


D 


10 


3-(3-bromo-5-t-butyM-hydroxybenzylidenyl)-5- 
methylaminosulfonyl-2-indolinone 
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10721 


D 


11 


3-(3 t 5-di-t-butyl-4-hydroxybenzyiidenyl)-5- 
methylaminosulfonyl-2-indolinone 


10721 ~- 


• E 


2 


3-[(1-methylben2imidazol-2-yl)methylidenyl]-5-{4- 
(trifluoromethyl)phenylaminosuifonyi]-2-indolinone 


10721 


E 


3 


3-[(4-chloro-1-methylpyrazol-3-yl)methyiidenyl]-5-[4- 
(trifluoromethyl)phenylaminosuifonyl]-2-indolinone 


10721 


E 


4 


3-[(2,3-dimethylthien-5-yl)methylidenyl]-5-[4- 
(trjfluoromethyf)phenyIaminosuifonyl]-2-indo!inone 


10721 


E 


5 


3-[(4,5,6,7-tetrahydroindol-2-yl)methylidenyi]-5-[4- 
(tnfluoromethyl)phenylaminosuifonyl]-2-indolinone 


10721 


E 


6 


3-(3-chloromethyl-2-hydroxy-5-nitrobenzytidenyl)-5- 
[4-(trifluoromethyl)phenylaminosulfonyl]-2- 
indoiinone 


10721 


t 


7 


3-[(2-cn(orotnien-5-yl)metnylidenyl)-5-[4- 
(trifluoromethyl)phenyIaminosu(fony!]-2-indoiinone 




b 


g 
O 


o-[(z 1 4-airTietnyipyrroi-D-yi)metnyiiaenyi]-o-[4- 
(trifluoromethyl)phenyiaminosulfonyl]-2-indo[inone 




c 


a 


o-(%M-uuty w-^ya^oxyDenzylIaenyl)-^-|4- 
(trifluo^omethyl)phenylaminosulfo^ 




rr 


1U 


3-(o-Dromo-o-t-Dutyi^-nyaroxyDenzyiiaenyl)-o-[4- 
(trifluoromethyi)phenylaminosulfonyl]-2-indolinone 


10721 


E 


1 1 


3-(3,5-di-t-butyl-4-hydroxybenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfonyi]-2-indolinone 


10721 


F 


2 


3-[(1-methyibenzirTHdazoi-2-yl)metnyl]denyl]-5- 
(morpholin-1-yl)sulfonylj-2-indolinone 


10721 


F 


3 


3-[(4-chloro-1-methylpyrazol-3-yi)methylidenyl]-5- 
(morpholin-1-yl)sulfonyi]-2 -indoiinone 




rr 

r 


4 


^-[(Z.o-airnetnyitnien-o-yi^rnetnyiiaenyij-o- 
(morpholin-1-yl)sulfonyl]-2-indo(inone 


10721 


F 


5 


3-[(4,5 t 6,7-tetrahydroindol-2-yi)methylidenyl]-5- 
(morpholin-1-yl)sulfonyl]-2-indolinone 


10721 


F 


6 


3-(3-chloromethyl-2-hydroxy-5-nitrobenzylidenyl)-5- 
(morpholin-1-yl)sulfonyl]-2-indolinone 
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10721 


F 


7 


3-[(2-chiorothien-5-yl)methylidenyl]-5-(morpholin-1- 
yl)sulfonyl]-2-indolinone 


10721 


F 


8 


3-[(2,4-dimethylpyrrol-5-yl)methylidenyl]-5- 
(morpholin-1-yl)sulfonyl]-2-indoiinone 


10721 


F 


9 


3-{3-t"butyl-4-hydroxybenzyiidenyl)-5-(morpholin-1- 
yl)sulfonyl]-2-indolinone 


10721 


F 


10 


3-(3-bromo-5-t-butyt-4-hydroxybenzylidenyi)-5- 
(morpholin-1-yl)sulfonyl]-2-indolinone 


10721 


F 


11 


3-(3 f 5-di-t-butyl-4-hydroxybenzylidenyl)-5- 
(morpholin-1-yl)suifonyl]-2-indolinone 


10721 


G 


2 


3-[(1-methylbenzimidazol-2-yl)methyhdenyl]-5-(2- 
chJoroethyl)-2-indoiinone 


10721 


G 


3 


3-[(4-chloro-1-methylpyrazoJ-3-yl)methylidenyl]-5-{2- 
chloroethyl)-2-indolinone 


10721 


G 


4 


S-^.S-dimethylthien-S-yOmethylidenyn-S^- 
chloroethy{)-2-indolinone 


10721 


G 


5 


3-{(4,5 t 6,7-tetrahydroindol-2-yl)methylidenyl]-5-{2- 
chloroethyl)-2-indolinone 


10721 


G 


6 


3-(3-chloromethyi-2-hydroxy-5-nitrobenzylidenyl)-5- 
(2-chloroethyl)-2-indolinone 


10721 


G 


7 


3-[(2-chiorothien-5-yl)methyiidenyl]-5-{2- 
chloroethyl)-2-indoiinone 


10721 


G 


8 


3-[(2,4-dimethylpyrroi-5-yl)methylidenyl]-5-(2- 
chloroethyl)-2-indolinone 


10721 


G 


9 


3-(3-t-butyl-4-hydroxybenzylideny!)-5-(2- 
chioroethyl)-2-indolinone 


10721 


G 


10 


3-(3-bromo-5-t-butyl-4«hydroxybenzylidenyl)-5-(2- 
chloroethyi)-2-indolinone 


10721 


G 


11 


3-{3,5-di-t-butyl-4-hydroxybenzylidenyl)-5-(2- 
chloroethyl)-2-indolinone 


10722 


A 


2 


3-(3-t-butyl-4-hydroxy-5-nitrobenzyiidenyt)-5,7- 
dibromo-2-indoiinone 
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1 0799 

1 U / ZZ 


A 


O 


o-(Z l 4 l b-tnnyaroxyDenzyiidenyl)-5,7-dibrorno-2- 
indolinone 


10799 

I u / zz - 


A 


4 


o-[(Z-nitrotnien-o-yi)metnyhaenyl]-5,7-ajbrorno-2- 
indolinone 


1 0799 


A 

M 


c 
0 


3-(4-carboxybenzyiidenyI)-5,7-dibromo-2-indolinone 


10799 


A 
/A 


o 


o-^z^-amuoroDenzyiiaenyij-D, / -aiDromo-2- 
indolinone 




A 
/A 


I 7 


o-^o.o-Qimetnyi^-nyuroxyDenzyuaenyij-o,/- 
dibromo-2-indolinone 


10799 

i U / ZZ 


A 

r\ 


a 
0 


3-(3-t-butyl-5-chloro-4-hydroxybenzylidenyl)-5,7- 
dibromo-2-indolinone 


1 0799 
I U / ZZ 


A 

A 


Q 


o4(2-nitrotnien-4-yl)metnyjJdenyl]-5 p 7-dibromo-2- 
indolinone 


i 10799 


A 

A 


I U 


3-{4-di-n-butylarninobenzylidenyl)-5 f 7-dibrorno-2- 
indolinone 


10799 

1 U / ZZ 


A 

r\ 


1 1 
I l 


j-[4-(inriuorometnyi)Denzyiiaenyij-o, / -aiDromo-2- 
indotinone 


1 0799 


Q 
D 


Z 


o-^o-i-DutyM-nyaroxy-o-nitroDenzyiiuenyi)-o-iodo-2-- 
indolinone 


10799 


D 

D 


J 


3-(2 t 4,6-trihydroxybenzyiidenyl)-5-iodo-2-indolinone 


10799 


R 




o-[^"nuroinien-o-yi)meinyiiaenyij-o-ioao-2- 
indolinone 


10799 


D 


c 
O 


o-(4-carDoxyDenzyiiaenyi)-b-ioao-2-fnaonnone 


10722 


B 


6 


3-(2 4-*difluDrobpn7vlidpn\/i^-'S-irifjn-9-inrinJinnnp 


10722 


B 


7 


3-(3,5-dimethyl-4-hydroxybenzylidenyl)-5-todo-2- 
indolinone 


10722 


B 


8 


3-(3-t-butyl-5-chloro-4-hydroxybenzylidenyi)-5-iodo- 
2-indolinone 
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10722 


B 


9 


3-[(2-nitrothien-4-yl)methylidenyl]-5-iodo-2- 
indollnone 


10722 *- 


B 


10 


3-(4-di-n-butylaminobenzylidenyl)-5-iodo-2- 
indolinone 


10722 


B 


11 


3-[4-{trifluoromethyl)benzylidenyl]-5-iodo-2- 
indoiinone 


10722 


C 


2 


3-(3-t-butyl-4-hydroxy-5-nitrobenzytidenyl)-5- 
dibromo-4-methyl-2-indo)inone 


10722 


C 


3 


3-{2,4,6-trihydroxybenzylidenyl)-5-dibromo-4- 
methyl-2-indolinone 


10722 


C 


4 


3-[(2-nitrothien-5-yl)methylidenyl]-5-dibromo«4- 
methyl-2-indoiinone 


10722 


C 


5 


3-(4-carboxybenzyiidenyl)-5-dibromo-4-methyi-2- 
indolinone 


10722 


C 


6 


3-(2,4-difluorobenzyjjdenyl)-5-dibromo-4-methyl-2- 
indolinone 


10722 


C 


7 


3-(3,5-dimethyl-4-hydroxybenzylidenyl)-5-dibromo- 
4«methyl-2-indoiinone 


10722 


C 


8 


3-(3-t-butyl-5-chloro-4-hydroxybenzylidenyl)-5- 
dibromo-4-methyl-2-indolinone 


10722 


C 


9 


3-[(2-nitrothien-4-yl)methylidenyi]-5-dibromo-4- 
methyl-2-indolinone 


10722 


C 


10 


3-(4-di-n-butylaminobenzylideny!)-5-dibromo-4- 
methyl-2-indolinone 


10722 


c 


11 


3-[4-(trifiuoromethyl)benzylidenyl]-5-dibromo-4- 
methyl-2-indolinone 


10722 


D 


2 


3-(3-t-butyi-4-hydroxy-5-nitrobenzylidenyl)-5- 
methylaminosulfonyl-2-indolinone 


10722 


! D 


3 


3-(2A6-trihydroxybenzylidenyl)-5- 
methylaminosulfonyl-2-indoltnone 


10722 


D 


4 


3-[(2-nitrothien-5-yl)methyiidenyl]-5- 
methylaminosuIfonyl-2-indolinone 
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10722 


n 


c 
D 


3-(4-carboxybenzyiidenyi)-5-methylaminosulfonyl-2- 
indolinone 


1 0722 


D 


fi 
vj 


3-{2,4-difluorobenzyiidenyl)-5-meihylamjnosuifonyJ- 
2-indoIinone 


10722 


D 


7 


o-(o,o-aimetnyl-4-nyaroxyDenzyhdenyi)-5- 
methylaminosulfonyl-2-indolinone 


10722 


D 


8 


o-^o-i-uuiyi-o-cnioro^-nyuroxyDen2yiiaenyl)-5- 
methylaminosuifonyl-2-indollnone 


10722 


D 


Q 


o-l^-nitrotnien-4-yl)rnetnylidenyl]-5- 
methylaminosulfonyl-2-indolinone 


10722 


D 


10 


o~\H--ui-n-DuryiarTiinoDenzyiiaenyi)-o 
methyiaminosuifonyl-2-jndolinone 


10722 


D 


11 


methylaminosulfonyl-2-indolinone 


10722 


E 


2 


3-^3-t-tlLltvl-4-hK/iiroY\/-^-nitrohpanTvliHonv/l\ ^ [A 
^ \« * uuiyt-»+-i lyui KJAy lluUUCI l£yiJU6l lyl/**0-[*J- 

(trifluoromethyl)phenylaminosulfonyl]-2-indoIinone 


10722 


E 


3 


(trifiuoromethyi)phenylaminosulfonyl]-2-indolinone 


10722 


E 


4 


"^-f/2-nitrnfhi*an-^-vhmiathvliHonvl1 ^ FA 
o [\*- < ii Li iJti iici i-«j-y t^n icii iy tiuci iy ij 3 1 

(trifluoromethyl)phenyiaminosu]fony!]-2-indolinone 


10722 


E 


5 


o*p _ tydi LHJAy u cf i£.y ijuci iy 

(trifluoromethyl)phenyiaminosulfonylJ-2-indolinone 


10722 


E 


6 

w 


o-^.H-aiTiuoroDenzyiJaenyij-u^H- 
(trifluoromethyl)phenylaminosuIfonyl]-2-indoiinone 


10722 


E 


7 


o-^o,o-aimeinyM-nyaroxyDenzyiia6nyi)-o-{4-- 
(trifluoromethyl)phenyiaminosulfonyl]-2Hndolinone 


10722 


E 


8 


3-(3-t-butyj-5-chloro-4-hydroxybenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indoiinone 


10722 


E 


9 


3-[(2-nitrothien-4-y[)methylidenyl]-5-[4- 
(trifiuoromethyl)phenylaminosulfonyl]-2-indolinone 


10722 


E 


10 


3-(4-dl-n-butyiaminobenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 
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10722 


E 


11 


3-[4-(trifluoromethyl)ben2ylidenyl]-5-[4- 
(trif!uoromethy!)phenylaminosulfonyi]-2-indolinone 


10722 


F 


2 


3-(3-t-butyl-4-hydroxy-5-nitrobenzylidenyi)-5- 
(morpholin-1-yt)aminosutfonyi-2-indolinone 


10722 


F 


3 


3-{2,4 t 6-tnhydroxybenzylidenyl)-5-(morpholin-1- 
yi)aminosulfonyl-2-indolinone 


10722 


F 


4 


3-[(2-nitrothjen-5-yl)methylidenyf]-5-(morphoiin-1- 
yl)aminosulfonyl-2-indolinone 


10722 


F 


5 


3-(4-carboxybenzylidenyi)-5-(morpholin-1- 
yl)aminosulfonyl-2-indoiinone 


10722 


F 


6 


3-(2,4-difluorobenzylidenyl)-5-(morphoiin-1- 
yl)aminosuifonyl-2-indolinone 


10722 


F 


7 


3-(3,5-dimethyl-4-hydroxybenzylidenyi)-5- 
(morpholin-1-yl)aminosuifonyl-2-indolinone 


10722 


F 


8 


3-(3-t-butyl-5-chloro-4-hydroxybenzylidenyl)-5- 
(morpholin-1-yl)aminosuifonyl-2-indolinone 


10722 


F 


9 


3-[(2-nitrothien-4-yl)methylidenyi]-5-(morpholin-1- 
yl)aminosuifonyl-2-indoiinone 


1 0722 


F 


10 


3-(4-di-n-butyJaminobenzylidenyl)-5-(morpho!in-1- 
yl)aminosulfonyl-2-tndoiinone 


10722 


F 


1 1 


3-[4-(tnfluoromethyt)benzylidenyl]-5-(morpholin-1- 
yl)aminosutfonyl-2-indolinone 


10722 


G 


2 


3-(3-t-butyl-4-hydroxy-5-nitrobenzyiidenyl)-5-(2- 
chloroethyi)-2-indolinone 


10722 


G 


3 


3-(2,4 f 6-trihydroxybenzyiidenyl)-5-(2-chloroethyl)-2- 
indolinone 


10722 


G 


4 


34(2-nitrotnien-5-yl)rnethylidenyi]-5-(2-chloroethyi)- 
2-indolinone 


10722 


G 


5 


3-(4-carboxybenzylidenyl)-5-(2-chloroethyl)-2- 
indolinone 


10722 


G 


6 


3-(2,4-difluorobenzytidenyi)-5-(2-chloroethyl)-2- 
indolinone 
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10722 


G 


7 


3-(3,5-dimethyl-4-hydroxybenzylidenyl)-5-(2- 
chJoroethy!)-2-indo!inone 


10722 


G 


8 


3-(3-t-butyl-5*chloro-4-hydroxyben2ylidenyl)-5-(2- 
chloroethyl)-2-indoiinone 


10722 


G" 


9 


3-[(2-nitrothien-4-yl)methylidenyl]-5-(2-chloroethyl)' 
2-indoiinone 


10722 


G 


10 


3-(4-di-n-butylaminobenzylidenyl)-5-(2-chloroethyl)- 
2-indoiinone 


10722 


G 


11 


3-[4-(trifluoromethyl)benzylidenyl]-5-(2-chioroethyl)- 
2-indoiinone 


10723 


A 


2 


3-(2,3,4-trihydroxybenzylidenyl)-5 J-dibromo-2- 
indolinone 


10723 


A 


3 


3-(2-hydroxy-3-methoxybenzylidenyi)-5,7-dibromo- 
2-indolinone 


10723 


A 


4 


3-{3-bromo-4,5-dihydroxybenzylidenyl)-5,7- 
dibromo-2-indolinone 


10723 


A 


5 


3-(3,4-diacetoxybenzylidenyi)-5,7-dibromo-2- 
indoiinone 


10723 


A 


6 


3-(4-hydroxy-3-methylbenzylidenyl)-5,7-dibromo-2- 
indolinone 


10723 


A 


7 


3-(2-bromobenzylidenyl)-5,7-dibromo-2-indolinone 


10723 


A 


8 


3-(2 t 4-dihydroxybenzylidenyl)-5,7-dibromo-2- 
indolinone 


10723 


A 


9 


3-(2-hydroxy-4-methoxybenzylidenyl)-5,7-dibromo- 
2-indoiinone 


10723 


A 


10 


3-(3-bromobenzylidenyl)-5,7-djbromo-2-indolinone 


10723 


A 


11 


3-(3,5-di-t-butyl-2-hydroxybenzylidenyl)-5,7- 
dibromo-2-indollnone 


10723 


5 


2 


3-(2 t 3,4-trihydroxybenzylidenyl)-5-iodo-2-indotinone 
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10723 


B 


3 


3-(2-hydroxy-3-methoxybenzylidenyi)-5-iodo-2- 
indolinone 


10723 


B 


4 


3-(3-bromo-4,5-dihydroxybenzyiidenyi)-5-iodo-2- 
indolinone 


10723 


B 


5 


3-(3,4-diacetoxybenzyiidenyl)-5-iodo-2Hndolinone 


10723 


B 


6 


3-(4-hydroxy-3-methylbenzyiidenyl)-5-iodo-2- 
indolinone 


10723 


B 


7 


3-(2-bromobenzyiidenyl)-5-iodo-2-mdolmone 


10723 


B 


8 


3-(2,4MJihydroxybenzylidenyl)-5-iodo-2-indolinone 


10723 


B 


9 


3-(2-hydroxy-4-methoxybenzyiidenyl)-5-iodo-2- 
indolinone 


10723 


B 


10 


3-(3-bromobenzylidenyl)-5-iodo-2 -indoiinone 


10723 


B 


11 


3-(3,5-di-t-butyl-2-hydroxybenzylidenyl)-5'iodo-2- 
indoiinone 


10723 


C 


2 


3-(2,3.4-trihydroxybenzy!idenyl)-5-bromo-4-methyl- 
2-indoiinone 


10723 


C 


3 


3-(2-hydroxy-3-methoxybenzylidenyl)-5-bromo-4- 
methyl-2-indoiinone 


10723 


C 


4 


3-(3-bromo-4 1 5-dihydroxybenzyiidenyl)-5-bromo-4- 
methyl-2-indolinone 


10723 


C 


5 


3-(3,4-diacetoxybenzylidenyl)-5-bromo-4-methyl-2- 
indolinone 


10723 


C 


6 


3-(4-hydroxy-3-methylbenzylidenyl)-5-bromo-4- 
methyl-2-indolinone 


10723 


c 


7 


3-(2-bromobenzylidenyl)-5-bromo-4-methyl-2- 
indoiinone 


10723 


c 


8 


3-(2,4-dihydroxybenzylidenyi)-5-bromo-4-methyl-2- 
indolinone 
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1 D723 




Q 


3-(2-hydroxy-4-rnethoxybenzylidenyl)-5-brorno--4- 
methyl-2-indoiinone 


10723 -— 


p 


in 

1 u 


o-^o-Drornouenzynaenyi;-D-Dronio^-nietnyh 
indolinone 


10723 


c 


1 1 


^"^o l Q-ai-i-Dutyi-z-nyaroxyDenzyiiuenyi)-b-DrorTio^- 
methyl-2-indolinone 


10723 




2 


/9 *^ A trihwrir/"! vuhnn?w liHontih C 

o-^,o,**-irinyur OAyDenzyjiuenyij-o- 
methylaminosulfonyi-2-indolinone 


1 0723 


n 




o-^-nyaroxy-o-meinoxyDenzyiiQeriyij-o- 
methyiaminosulfonyl-2-indolinone 


10723 


D 


4 


"\^( ^-hromn.ii ^.HihwHrnv\/hon , r\/liHcirmi\ c 

o*-\o-u4 ui i j-uK iyui uxy uenzynusny ij-d- 
methylaminosulfonyl-2-indolmone 


10723 


D 


5 


methylaminosulfonyl-2-indolinone 


10723 


D 


6 


3-/4-hvdrnw-3-rnpth\/lbpn7\/irripn\/h-^- 
methylaminosulfonyl-2-indolinone 


10723 


D 


7 


3-(2-brOrT^Oben2vlirienvn-5-mPthvlaminnQt l^fnn\/^-9- 
indolinone 


10723 


D 


8 


3-/2 4-dihvdrcjyvhpn7viidpn\/l\-^- 

methylaminosulfonyl-2-indolinone 


10723 


D 


g 


^ _/ 0_Kt//Hr/*^v\; -/I .rvtQfh nvuhon7\/liHan\/l\ £\ 

o-^i-j iyui L>Ay^-i utJii lUAy uci l^y iiueny i ^-o- 
methylaminosuifonyl-2-indolinone 


10723 


n 


1 n 


o-^o-ui ur i luuenzy iiueny ij-o-rneiny larninosuironyi-^- 
indolinone 


10723 


D 


1 1 


o-ui-i-uuiyi-A-nyaj UAyuenzyuucny ij-o- 
methylaminosulfonyl-2-indolinone 


10723 


E 


2 


3-(2,3,4-trihydroxybenzylidenyl)-5-(4- 
(trifluoromethyl)phenylaminosulfonyl]-2 -indolinone 


10723 


E 


3 


3-(2-hydroxy-3-methoxybenzylidenyl)-5-[4- 
(trifluoromethyl)pheny!aminosulfonyl]-2-indolinone 


10723 


E 


4 


3-(3-bromo-4,5-dihydroxybenzylidenyl)-5-[4- 
(trifliioromethyl)phenylaminosulfonyl]-2-indotinone 
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10723 


E 


5 


3-{3,4-diacetoxybenzyiidenyj)-5-[4- 
(trifluoromethyl)phenyJaminosulfonyl]-2-indoiinone 


10723 _ 


E 


6 


3-(4-hydroxy-3-methylben2ylidenyi)-5-{4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10723 


E 


7 


3-(2-bromobenzylidenyl)-5-[4- 
(trifluoromethyl)phenyiaminosulfonyl]-2Hndoiinone 


10723 


f— ■ 
b 


8 


3-(2 t 4-dihydroxybenzylidenyl)-5-[4- 
(trifluoromethyl)phenyiaminosulfonyl]-2-indolinone 


<* ATI O 

10723 


E 


9 


3-(2-hydroxy-4-methoxybenzyltdenyl)-5-[4- 
(trifluoromethyi)phenylaminosuifonyl]-2Hndolinone 


10723 


r— 

E 


10 


3-(3-bromobenzylidenyl)-5-[4- 
(trifluoromethyi)phenylaminosulfonyl]-2-indolinone 


10723 


b 


1 1 


3-{3,5-di-t-butyi-2-hydroxybenzyiidenyi)-5-[4- 
(trifluoromethyl)phenylaminosuifonyl]-2-indolinone 




r* 

r 


2 


3-(2,3,4-trihydroxybenzylidenyl)-5-(morphoiin-1- 
yl)aminosulfonyl-2-indolinone 


lU/ -co 


c 
r 


3 


3-(2-hydroxy-3-methoxybenzylidenyl)-5-(morphoIin- 
1 -y l)aminosuifony l-2-indolinone 


lUf £3 


c 
r 


A 


^-(o-Drorno^.o-ainyaroxyDenzyiiaenyij-o- 
(morpholin-1-yl)aminosuifonyl-2-indolinone 


I U / Zj 


c 
r 


o 


o-^o.^-aiaceioxyDenzyiiaenyij-o-^morpnoiin - 
yl)aminosulfonyt-2-indolinone 




c 
r 


o 


o-(4-nyaroxy-o-iTietnyiDenzyi!aenyjj-D-^niorpno 
yl)aminosulfonyl-2-indolinone 


10723 


r~ 

r 


7 


3-(2-bromobenzylidenyl)-5-(morpholin-1- 
yl)aminosulfony!-2-indolirione 


l U / £o 


P 
r 


Q 

o 


^-^,^-QinyuroxyDsnzyiiuenyi^-o-^rnor pnour 1- i - 
yi)aminosulfonyl-2-indolinone 


10723 


F 


9 


3-(2-hydroxy-4-methoxybenzylidenyl)-5-(morpholin- 
1-yl)aminosuifonyl-2-indolinone 


10723 


F 


10 


3-(3-bromobenzylidenyl)-5-(morpholin-1- 
yl)aminosulfonyl-2-indolinone 
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10723 


F 


11 


3-{3,5-di-t-butyi-2-hydroxybenzylidenyl)-5- 
(morpholin-1-yl)aminosulfonyI-2-indo!inane 


10723 _ 


G 


2 


3-(2 t 3,4-tnhydfoxybenzylidenyl).5-(2-ch(oroethyI)-2- 
indoiinone 


10723 


G 


3 


3-(2-hydroxy-3-methoxybenzyiidenyl)-5-(2- 
chloroethyl)-2-indoiinone 


10723 


G 


4 


3-(3-bromo-4 l 5-dihydroxyben2yiidenyl)-5-(2- 
chioroethyl)-2-indoiinone 


10723 


G 


5 


3-(3,4-diacetoxybenzyhdenyl)-5-(2-chloroethyl)-2- 
indoiinone 


10723 


G 


6 


3-(4-hydroxy-3-methylbenzyiidenyl)-5-(2- 
chforoethy!)-2-indoiinone 


10723 


G 


7 


3-(2-bromobenzylidenyl)-5-(2-chloroethyl)-2- 
indolinone 


10723 


G 


8 


3-(2,4-dihydroxybenzylidenyl)-5-(2-chloroethyl).2- 
indolinone 


10723 

10793 


G 

n 


9 


3-(2-hydroxy-4-methoxybenzyiidenyl)-5-(2- 
chloroethyl)-2-indoiinone 



indoiinone 



10723 



11 



3-(3,5-di-t-butyl-2-hydroxybenzyndenyl)-5-(2- 
chforoethyi)-2-indoiinone 



10724 



3-[(1-dimethylaminonapth-4-yl)methylidenyi]-5,7- 
dibromo-2-indolinone 



10724 



10724 



10724 



10724 



3-(4-hydroxy-3-nitrobenzyiidenyl)-5,7-dibromo-2- 
indolinone 



3-{3-hydroxy-4-nitrobenzylfdenyi)-5,7-dibromo-2- 
indolinone 



3-[(8-hydroxy-2,3 f 6 ( 7-tetrahydro-1H,5H- 
benzo[ij]quinolizin-9-yl)methylidenyi]-5 t 7-dibromo-2- 
indolinone 



3-(3,5-diisopropyl-4.hydroxybenzylidenyI)-5 ( 7- 
dibromo-2-indolinone 
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10724 


A 


7 


3-[(benzo[b]furan-2-yl)methylidenyl]-5 ( 7-ciibromo-2- 
indolinone 


1 0724 - 


A 


9 


3-[[1-(4-chlorophenyl)pyrrol>2-yl]methylideny(]-5,7- 
dibromo-2-indolinone 


10724 


A 


10 


3~[(2-ethylfuran-5-yl)methylidenyl)-5 l 7>diDromo-2- 
indolinone 


1U/24 


A 

A 


1 1 


3-t(3,4-dimethylthieno[2,3-b]thien-2- 
yl)methylidenyl]-5J-dibromo-2-indoIinone 


1 ri7o A 
10/24 


O 


2 


34(1-dimethyiaminonapth-4-yl)methylidenyl)-5-iodo- 
2-indo!inone 




b 


3 


3-(4-hydroxy-3-mtrobenzylidenyl)-5-iodo-2- 
indolinone 


1 0724 


B 


4 


3-(3-hydroxy-4-nitrobenzylidenyl)-5-iodo-2- 
indolinone 


10724 


B 


5 


S-Ke-hydroxy^.S.SJ-tetrahydro-IH.SH- 
benzo[ij]quinoiizin-9-yl)methyiidenyl]-5-iodo-2- 
indolinone 




D 


6 


3-(3,5-diisopropyl-4-hydroxybenzylidenyl)-5-iodo-2- 
indotinone 


10724 ' 


B 


7 


3-[{benzo[b]furan-2-yl)methyiidenyl]-5-iodo-2- 
indolinone 


10724 


B 


9 


3-[[1-(4-chlorophenyi)pyrrol-2-yl]methylEdenyJ]-5- 
iodo-2-indolinone 


10724 


B 


10 


3-[(2-ethylfuran-5-yi)methylidenyt]-5-iodo~2- 
indoiinone 


10724 


B 


11 


3-[(3,4-dimethylthieno[2,3-b]thien-2- 
yi)methyiidenyl]-5-iodo-2-indolinone 


1 u / z*+ 






o-[(i-dimetnyiamjnonaptn^-yi)metnyiidenyl)--5- 
bromo-4-methyl-2-indo!inone 


10724 


C 


3 


3-{4-hydroxy-3-nitrobenzylidenyl)-5-bromo-4- 
methyl-2 -indolinone 


10724 


c 


4 


3-(3-hydroxy-4-nitrobenzylidenyl)-5-bromo-4- 
methyl-2-indolinone 
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10724 


C 


5 


3-f(8-hvdroxv-2 3 6 7-tetrahvdro-1H 5H- 
benzo[ij]quinolizin-9-yi)methylidenyl]-5-bromo-4- 
methyl-2-indolinone 


10724 


C 


6 


3-(3 5-diisooroovi-4-hvdro5fvhpn7vlirlpn\/h-.S.hrnrnn- 

\ wjwtjmjw^i wpy i~ ujf ui uAy uci i&y much y 1 1 j ui UI 1 iU 

4-methyi-2-indolinone 


10724 


c 


7 


3-f(benzofblfuran-2-v3^rnethviidenvl]- c S-brnmn-4- 
methyl-2-indolinone 


10724 


c 


9 


3-f[1-^4-chloroDhenvl)Dvrrol-2-vl]methviidenvii-S- 
bromo-4-methyl-2-indolinone 


10724 


c 


10 


3-[(2-ethylfuran-5-yl)methylidenyi]-5-bromo-4- 
methyl-2-indolinone 


10724 


c 


11 


3-[(3,4-dimethy{thieno[2,3-b]thieri-2- 
yl)methylidenyl]-5-bromo-4-methyl-2-indolinone 


10724 


D 


2 


3-[( 1 -dimethylaminonapth-4-yi)methylidenyl]-5- 
methylaminosulfonyl-2-indolinone 


10724 


D 


3 


3-(4-hydroxy-3-nitrobenzylidenyl)-5- 
methylaminosulfonyI-2-indolinone 


10724 


D 


4 


3-(3-hydroxy-4-nitrobenzyfidenyl)-5- 
methyJaminosuifonyl-2-indolinone 


10724 


D 


5 


3-f(8-hvdraxv-2 3 6 7-tetrahvdro-1 H *5H- 
benzo[jj]quinoJizin-9-yl)methylidenyl]-5- 
methylaminosuifonyl-2-indolinone 


10724 


D 


6 


3-( 3 5-diisoDroDVl-4-hvdroxvben2vlidenvlW5- 
methylaminosulfonyl-2-indoiinone 


10724 


D 


7 


3-IY hpn7nfhlfura n-7-vnmpth\/ hrt pnv 11-^- 
methylaminosulfonyl-2-indoiinone 


10724 


D 


9 


3-f 1 -(4-chloroDhenvnDvrrot-2-vllmethvlidenvM-5- 
methylaminosulfonyl-2-indolinone 


10724 


D 


10 


3-((2-ethyifuran-5-yl)methyiidenyl]-5- 
methylaminosulfonyi-2-indolinone 


10724 


D 


11 


a^S^-dimethyJthieno^.S-bjthien^- 
yl)methylidenyl]-5-methylaminosulfonyl-2-indolinone 


10724 


E 


2 


3-((1-dimethylaminonapth-4-yl)methylidenyl]-5-(4- 
(trifIuoromethyi)phenylaminosuifonyl]-2-indolinone 
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10724 


F 


0 


3-(4-hyaroxy-3-nitrobenzylidenyj)-5*(4- 
(trifiuoromethyl)phenylaminosuifonyl]-2-indolinone 




F 


A 


3-(3-hydroxy-4-nitrobenzyiidenyi)-5-[4- 
(trifIuoromethyl)phenylaminosuJfonylj-2-indoiinone 


10794 


P 
c 


□ 


3-((8-hydroxy-2,3 t 6,7-tetrahydro-1H,5H- 
benzo(ij]quinolizin-9-yl)methyJidenyl]-5-{4- 
(trif)uoromethyl)phenylaminosulfonyl]-2-indolinone 


10724 


p 
c 


ft 
D 


3-(3,5-diisopropyi-4-hydroxybenzylidenyi)>5-[4- 
(trifluoromethyl)phenylaminosuifonylJ-2-indoiinone 


1 0794 


c 
c 


7 


3-[(benzo[b]furan-2-yl)methylidenyl]-5-[4- 
(trifluoromethyl)phenytaminosulfonyJ]-2Hndoiinone 


10724 


F 


Q 
i? 


3-[[1-(4-chlorophenyl)pyrrol-2-yf]methylidenyl)-5-[4- 
{trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10724 


F 


10 


j-l(^-etnyituran-5-yl}methylidenylj-5-[4- 
(trifluoromethyJ)phenylaminosuJfonyl]-2-indolinone 


10724 


E 




o-[^o l ^KiirneLnyiinieno[z t o-Djtnien-2- 
yl)methylidenyl]-5-[4- 
(trifIuoromethyl)phenylaminosulfonyl]-2-indolinone 


10724 


F 


2 


° l\ 1 ^'^stnyfamtnonapin^-yi^metnyiidenylj-o- 
(morpholin-1yl)aminosulfonyl-2-indolinone 


10724 


F 


3 


o-^-nyuroxy-o-niuODenzyiiueny!)-D-(morpnolin- 
1 yl)aminosuifony (-2-indoiinone 


10724 


F 


4 


^-vo-iiyuiuxy-^-niu ODenzyiiaenyi)-D-(morpnoiin- 
1 yl)aminosulfonyl-2-indolinone 


10794 


p 




J-llo-nydroxy-Z.j.o^-tetrahydro-IH.SH- 
benzo[ij]quinolizin-9-yl)methylidenyl]-5-(morpho!in- 
1 yl)aminosulfonyl-2-indoltnone 


1 0794 


C 

r 


0 


3-(3,5-diisopropyl-4-hydroxybenzylidenyl)-5- 
(morphoiin-1yl)aminosuifonyI-2-indo!inone 


10724 


F 


7 


3-f ( benzof blfl iran-!?-ui\m^thuiirl*anvyil_^_/mnrnhr\lin 

1yl)aminosulfonyl-2-indoiinone 


10724 


F 


9 


3-[[1-(4-chlorophenyl)pyrroi-2-yl]methylidenyl]-5- 
(morphoiin-1y!)aminosuifonyl-2-indolinone 


10724 


F 


10 


3-[(2-ethylfuran-5-yl)methyiidenyl]-5-(morpholin- 
1yl)aminosulfonyl-2-indolinone 
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10724 


F 


11 


3-[(3,4-dimethylthieno[2,3-b]thien-2- 
yJ)methylidenyl}-5-(morpholin-1yl)aminosulfony|.2- 
indolinone 


10724 


- G 


2 


3-[( 1 -dimethvlaminonaDth-4-vnmethvlidenvlUS-/9. 
chloroethyl)-2-indolinone 


10724 


G 


3 


3-f4-hvdrO)CV-3-nitrobpn7viiripnvh-^-f 2-rhlnrnorhwn 
w \^ h^uiwaj >j i mi uuci '^-7 iiuciiy MUI Uciny 11- 

2-indolinone 


10724 


G 


4 


3-/3-hvrirny\/*^i-nitmh^r»Tvl iHonw W-R-fO -rhirimafhi/i \ 

2-indolinone 


10724 


G 


5 


benzo[ij]quinolizin-9-yl)methylidenyl]-5-(2- 
chloroethyl)-2-indolinone 


10724 


G 


6 


3-(3 S-diisnDrnnvl-^-hv/rfrnwhAnTv/liHcmxyn ^ 'O 
w» \<j,s/-unovjpi upyi-n-i tyui UAyuci i<_y uutii ly l 

chioroethyl)-2-indolinone 


10724 


G 


7 


3-ffbenzof blfuran-lP-vUmpthviiriprivll-^-f 9- 
chloroethyt)-2-indolinone 


10724 


G 


9 


3-[f 1 -(4-chloroDhenvnnvrrol-2-vJlmpthvliripnvl]- c i-/'9. 

*■* il v wi hwi wpi iciij lyjj j 1 1 ui yijiiicLiiy»iLJCiiyjj" , j~i^" 

ch!oroethyl)-2-indolinone 


10724 


G 


10 


3-f(2-ethvlfuran-5-v!>methvlidenvl1-5-f2-chloroprhvn- 
2-indotinone 


10724 


G 


11 


3-[(3,4-dimethvlthienof2 3-blthien-2- 
yl)methylidenyl]-5-(2-ch!oroethyl)-2-indoiinone 


10725 


A 


2 


3-ff3-bromothien-2-vilmethv]]denvll-S 7-Hihmmn.9 
indoJinone 


10725 


A 


3 


3-f 2-bromo-6-h\/droy\/-S-mpthnYvhpn7v/iiHpnvn ^ 7 
dibromo-2-indoiinone 


10725 


A 


4 


3-f(2-methvifuran-5-vnmethvljdenvll- i S 7-riihmmn-9- 

w iiiwHijiiMioii w y i ^ i i ic u i y ij uci i y i j ij, / ~VJiL/l KJi I l\j £~ 

indolinone 


10725 


A 


5 


3-[(3-methyipyrazol-5-yl)methyiidenyl]-5,7-dibromo- 
2-indolinone 


10725 


A 


6 


3-(2-hydroxy-6-methoxy-4-methylbenzyJidenyl)-5,7- 
dibromo-2-indolinone 


10725 


A 


7 


3-[4-(4-formyipiperazin-1-yl)benzylidenyl]-5,7- 
dibromo-2nndolinone 
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10725 


A 


8 


3-[4-(morpholjn-1-yi)benzylidenyl]-5,7-dibromo-2- 
indolinone 


10725 


A 


9 


3-[[2-chloro-4-methoxycarbonyl-3- 
(methQxycarbonylmethyl)pyrrol-5-yi)methyltcenyl]- 
5,7-dibromo-4-methyl-2-indo!inone 


10725 


A 


10 


3-[[4-bromo-2-(4-chlorophenyi)pyra2ol-3- 
yl]methylidenyl]-5,7-dibromo-4-methyl-2-indolinone 


10725 


A 


11 


3-[(imidazol-4-yl)methylidenylJ-5,7-dibromc-4- 
methyl-2-indohnone 


10725 


B 


2 


3-[(3-bromothien-2-yl)methylidenyl]-5-iodo-2- 
indolinone 


10725 


B 


3 


3-(2-bromo-6-hydroxy-5-methoxybenzylidenyi)-5- 
iodo-2-indolinone 


10725 


B 


4 


3-[(2-methylfuran-5-yl)methylidenylj-5-ioao-2- 
indolinone 


10725 


B 


5 


3-[(3-methylpyrazol-5-yl)methylidenyi]-5-iodo-2- 
indolinone 


10725 


B 


6 


3-(2-hydroxy-6-methoxy-4-methytbenzyljdenyi)-5- 
iodo-2-indolinone 


10725 


B 


_ 7 


3-[4-(4-formyipiperazin-1-yl)benzylidenyl]-5-iodo-2- 
indolinone 


10725 


B 


8 


3-[4-(morpholin-1-yl)benzylidenyl]-5-iodo-2- 
indolinone 


10725 


B 


9 


3-[[2-chloro-4-methoxycarbonyl-3- 
(methoxycarbonylmethyl)pyrrol-5-yl]methy!idenyl]*5- 
iodo-2-indolinone 


10725 


B 


10 


3«[[4-bromo-2-(4-chlorophenyJ)pyrazoi-3- 
yl]methyIidenyi]-5-iodo-2-indolinone 


10725 


B 


11 


3-[(imidazol-4-yl)methyIidenyl]-5-iodo-2-indoiinone 


10725 


C 


2 


3>[(3-bromothien-2-y()methylidenyi]-5-bromo-4- 
methyl-2-indoiinone 


10725 


C 


3 


3-(2-bromo-6-hydroxy-5-methoxybenzylidenyl)-5- 
bromo-4-methyl-2-indoiinone 
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10725 


c 


4 


0 "itjir jy Huran-o-yi^metny iiuenyij-'D-Dromo-4- 
methyi-2-indoiinone 


10725 


c 


5 


^-IY ^-m Pth \/ lni/ra7rtL^.whmo^hv/liHon>/n ^ Kr/-<r^/^ /i 
IW \y\pyi dzui-iJ-y lyr ricinyuuenyijo-urorno-4- 

methyl-2-indolinone 


10725 


C ' 


6 


0 v*- 1 *yuj uAy-0-1 neinuxy^-rTieiny}Denzyiiu8nyi)-t}- 
bromo-4-methyl-2-indolinone 


10725 


c 


7 


3-f4-(4-formvlDiDera7in-1 -vnhpnTvlirlpnv/n- 1 ^ hmmrt 

w l~ \~ • • '/ iptpci a4Ln 1 1 y uci ^y uuciiy t |-%}~Ui omO" 

4-methyl-2-indolinone 


10725 


c 


8 


A-\A-( mnrnholin-'l «vhhpn7u liripnv/ll— ^ K n~i ^ a 
w ^— r \i uui pi juiih 1 y lyiuci *^-y »tUCI ly IJ~3~ UI umo^r"' 

methyl-2-indoiinone 


10725 


c 


9 


3-f f2-chiorD-4-mpthnYvr_arhnnv/l«^- 

(methoxycarbonylmethyl)pyrroi-5-yJ]methylidenyi]-5- 
bromo-4-methyl-2-indolinone 


10725 


c 


10 


3-ff4-brorno-2-M-rhlnmnhpnvnnuraTnL*^- 

yl]methylideny!]-5-bromo-4-methyl-2Hndolinone 


10725 


c 


11 


3-f(jrnidazol^-vi^rnethvlidenvll-5-bromo-4-mpth\/l-?- 
indolinone 


10725 


D 


2 


3-f(3-bromothien-2-vnmethvlidenvJ]-5- 
methylaminosulfonyl-2-indolinone 


10725 


D 


3 


3-( 2-brorTIO^-h vriroxv-S-rnpthnYV Hp nTv/NHpnu I \ ^ 
^ y*. wiwiiivy^j 1 iy ui uAyj*ii iciiiUAy uci i^y nuci iy n-j- 

methylaminosulfonyi-2-indoJinone 


10725 


D 


4 


Men iy iiui cii i-o-y 1^1 1 icif iy iiutsi iy lj"0- 

methylamtnosulfonyl-2-indolinone 


10725 


D 


5 


sj i^'iucu tyiuyi a^uj*w>-yi/f i icuiyuucriyij-3- 
methylaminosulfonyl-2-indolmone 


10725 


D 


6 


j 1 lyuiuAy^-iricuiuxy^-meinyiDenzyHaeny 1 
methylaminosulfonyI-2-indolinone 


10725 


D 


7 


3-[4-(4-formylpiperazin-1-yl)benzyiidenyl]-5- 
methylaminosulfonyl-2-indolinone 


10725 


D 


8 


3-[4-(morpholin-1-yi)benzyiidenyl]-5- 
methylaminosulfonyl-2-indolinone 


10725 


D 


9 


3-([2-chJoro-4-methoxycarbonyl-3- 
(methox7carbonylmethyi)pyrrol-5-yl]methylidenyl]-5- 
methylaminosuifanyl-2-indo!inone 
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10725 


D 


10 


3-[[4-bromo-2-(4-chlorophenyl)pyrazol-3- 
y!]methyiidenyl]-5-methylaminosutfonyi-2-indolinone 


10725 


D 


11 


3-[(imidazol-4-yl)methylidenyl]-5- 
methylaminosulfonyl-2-indolmone 


10725 


E 


2 


3-[(3-bromothien-2-yi)methy{idenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10725 


E 


3 


3-(2-bromo-6-hydroxy-5-methoxybenzylidenyi)-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indoiinone 


10725 


E 


4 


3-[(2-methylfuran-5-yl)methylidenyi]-5-[4- 
(trifiuoromethyl)phenylaminosulfonyl]-2-indolinone 


10725 


E 


5 


3-[(3-mettiylpyrazol-5-yl)methyiidenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10725 


E 


6 


3-(2-hydroxy-6-methoxy-4-methylbenzylidenyl)-5- 
(4-(trif)uoromethyf)phenylaminosulfonyl]-2- 
indolinone 


10725 


E 


7 


3-{4-(4-formylpiperazin-1-yl)benzylidenyi]-5-[4- 
(trifiuoromethyl)phenylarninosutfonyl]-2-indolinone 


10725 


E 


8 


3-[4-{morpholin-1-yi)benzylidenyl]-5-[4- 
(triftuoromethyl)phenylaminosulfonyl]-2-indolinone 


10725 


E 


9 


3-[[2-chloro-4-methoxycarbonyi-3- 
(methoxycarbonylmethyl)pyrrol-5-yl]methylidenyl]-5- 
[4-{trifluoromethyl)phenylaminosulfonyl]-2- 


10725 


E 


10 


34[4-bromo-2-(^H!&?)^enyl)pyrazol-3- 
yl]methylidenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indoIinone 


10725 


E 


11 


3-[(imidazoi-4-yl)methyhdenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10725 


F 


2 


3-[{3-bromothien-2-yl)methylidenyl]-5-(morpholin-1- 
yj)sujfonyl-2-indolinone 


10725 


F 


3 


3-(2-bromo-6-hydroxy-5-methoxybenzyiidenyt)-5- 
(morpholin-1-yl)sulfonyl-2-indolinone 


10725 


F 


4 


3-[(2-methylfuran-5-yl)methylidenyl]-5-(morpholin-1- 
yl)suifonyl-2-indolinone 


10725 


F 


5 


3-[(3-methylpyrazol-5-yl)methylidenyl]-5-(morphotm- 
1-yl)su!fonyl-2-indoiinone 
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10725 


F 


6 


J 3-(2-hydroxy-6-methoxy-4-methylberi2y)taenyl)-5- 
(morpholjn-1-yl)sulfonyl-2-indoJinone 


10725 - 


F 


7 


3-[4-(4-formylpiperazin-1-yl)benzylidenyi]-5- 
(morpholin-1-yl)sulfonyl-2-indolinone 


10725 


F 


8 


3-[4-(morphoiin-1 -yl)benzyiideny i]-5-(morphahn-1 - 
yl)sulfonyl-2-indoiinone 


10725 


F 


9 


3-[[2-chioro-4-methoxycarbonyl-3- 
(methoxycarbonyimethyi)pyrrol-5-yl]methylidenyi]-.5- 
(morpholin-1-yl)suifonyl-2-indoiinone 


10725 


F 


10 


3-[[4-bromo-2-(4-chlorophenyl)pyra2ol-3- 
yi]methylidenyl]-5-(morpholin-1-yl)suifonyl-2- 
indolinone 


10725 


F 


11 


3-[(imidazol-4-yl)methylidenyl]-5-(morpnolin-1- 
yl)suifony[-2-indolinone 


10725 


G 


2 


3-[(3-bromothien-2-yl)methyiidenyl]-5-(2- 
chloroethyl)-2-indolinone 


10725 


G 


3 


3-{2-bromo-6-hydroxy-5-methoxybenzylidenyl)-5-(2- 
chioroethyl)-2-indolinone 


10725 


G 


4 


3-[(2-methylfuran-5-yl)methyiidenyl]-5-(2- 
chloroethyl)-2-indo!inone 


10725 


G 


5 


3-[(3-methylpyrazol-5-yl)methylidenyl]-5-(2- 
chloroethyl)-2-indoiinone 


10725 


G 


6 


3-(2-hydroxy-6-methoxy^4-metnyibenzyiidenyt)-5- 
(2-chloroethyl)-2-indolinone 


10725 


G 


7 


3-[4-(4-formylpiperazin- 1 -yl)benzylideny l]-5-(2^ 
chloroethyl)-2-indolinone 


10725 


G 


8 


3-[4-(morpholin-1-yl)benzyiidenyi]-5-(2-chloroethyi)~ 
2-indolinone 


10725 


G 


9 


3-[{2-chloro-4-methoxycarbonyi-3- 
(methoxycarbonylmethyl)pyrrol-5-yl]methylidenyl]-5- 
(2-chloroethyl)-2-indolinone 


10725 


G 


10 


3-{[4-bromo-2-(4-chlorophenyl)pyrazol-3- 
yl]methylidenyf]-5-{2-chioroethyl)-2-indoiinone 


10725 


G 


11 


3-[(imidazol-4-yl)metbylidenyI]-5-(2-ch!oroetnyl)-2- 
indolinone 
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10726 


A 


3 


3-ff2-Gthoxvcarbnnvi-4-mpthnyvrj2irhnn\/i i 

methylpyrrol-S-yOmethylidenyn-SJ-dibromo^- 
indolinone 


10726 


A 


4 


S-fS-t-butvW-hvdroxv-S-methvlbenzviiripnvh-^ 7 
dibromo-2-indolinone 


10726 


A 


5 


3-[(2-bromofuran-5-vnmethviidenvn-5 7-dibrnmn.9- 
indolinone 


10726 


A 


6 


3-[(1 .S-dimethvlDvrrol-^-vnmethvlidenvll-S 7- 
dibromo-2-indoJinone 


10726 


A 


7 


3-f(5,8Hdihvdroxv-1 2 3 4-tetrahvdronanth-fi- 
yl)methy|}denyl]-5,7-dibromo-2-indoiinone 


10726 


A 


8 


3-(5-fluoro-2HDxmdol-3-idenyl)-5,7-dibromo-2- 
indolinone 


10726 


A 


9 


3~(2-oxindoI-3-idenyi)-5,7-dibromo-2-indolmone 


10726 


A 


10 


3-[(2-ethylthien-5-yl)methylidenylj-5,7-dibromo-2- 
indolinone 


10726 


A 


11 


3-(4-methoxybenzylidenyl)-5,7-dibforno-2- 
indolinone 


10726 


B 


3 


3-f (2-ethoxv carbon vi-4-methoxvcarbnnvl-^- 
methylpyrrol-5-yl)methylidenyl]-5-iodo-2-indolmone 


10726 


B 


4 


3-(3-t-butvl-4-hvdroxv-5-methvlbenzvlidpnvh-S- 
iodo-2-indolinone 


10726 


B 


5 


34(2-brornofuran-5-vnmethvlidenvn-^-inrin-3- 
indolinone 


10726 


B 


6 


3-f(1 ,3-dimethviDvrrol-4-vnmethviidenvll-5-iodc)>P- 
indolinone 


10726 


B 


7 


3-[(5 t 8-dihydroxy-1,2,3,4-tetrahydronapth-6- 
yl)methylidenyl]-5-iodo-2-indolinone 


10726 


B 


8 


3-(5-fluoro-2-oxindo]-3-idenyi)-5-iodo-2-indolinone 


10726 


B 


9 


3-l(2-oxindol-3-idenyl)methylidenyl]-5-iodo-2- 
indolinone 
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10726 


B 


10 


3-[(2-ethyfthien-5-yl)methylidenyl)-5-iodo-2- 
indoiinone 


.10726 


B 


11 


3-{4-methoxybenzylidenyl)-5-iodo-2-indolinone 


10726 


C 


3 


3-[(2-ethoxycarbonyl-4-methoxycarbonyl-3- 
methylpyrrol-5-yl)methylidenyl]-5-bromo-4-methyl- 
2-indoiinone 


10726 


C 


4 


3-(3-t-butyi-4-hydroxy-5-methylbenzylidenyl)-5- 
bromo-4-methyl-2-indolinone 


10726 


C 


5 


3-[(2-bromofuran-5-yl)methylidenyi]-5-bromo-4- 
methyl-2-indolinone 


10726 


c 


6 


3-[(1,3-djmethylpyrrol-4-yi)methylidenyi]-5-bromo-4- 
methyl-2-indolinone 


10726 


c 


7 


3-[(5 r 8-dihydroxy-1,2,3,4-tetrahydronapth-6- 
yl)methyiidenyl]-5-bromo-4-methyl-2nndolinone 


10726 


c 


8 


3-(5-nuoro-2-oxindo!-3-ideny<)-5-bromo-4-methyl-2- 
indolinone 


10726 


c 


9 


3-(2-oxmdoi-3-idenyl)-5-bromo-4-methyj-2- 
indolinone 


10726 


c 


10 


3-[(2-ethylthien-5-yl)methyiidenyi]-5-bromo-4- 
methyl-2-indolinone 


10726 


c 


11 


3-(4-methoxybenzylidenyl)-5-bromo-4-methyl-2- 
indoiinone 


10726 


D 


3 


3-((2-ethoxycarbonyl-4-methoxycarbonyl-3- 
methylpyrrol-5-yl)methylidenyi]-5- 
methytaminosulfonyl-2-indoiinone 


10726 


D 


4 


3-(3-t-butyl-4-hydroxy-5-methylbenzyiidenyl)-5- 
methyIaminosuifonyl-2-indolinone 


10726 


D 


5 


3-[{2-bromofuran-5-yl)methyiidenyi]-5- 
methylaminosulfonyl-2-indoltnone 


10726 


D 


6 


3-[{1,3-dimethy!pyrrol-4-yl)methyiidenyl]-5- 
methylaminosulfonyl-2-indolinone 


10726 


D 


7 


S-KS.a-dihydroxy-I^.S^-tetrahydronapth-e- 
yl)methylidenyJ]-5-methy!aminosulfonyl-2-indoiinone 
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10726 


D 


8 


3-( 5-ftuorn-?-oxindol-3-idpnvh-S- 
methylaminosulfonyl-2-indoJinone 


10726 


D 


9 


o y^. vjaiii uui~vj*-iucny i^" j-i iieu lyidn iinosUMunyi* < c- > 

indoiinone 


10726 


D * 


10 


methylaminosulfonyl-2-indolinone 


10726 


D 


1 1 


3-/ 4-mpthnYVhpn7\/ iirf pnw 1 \-^-m<=»th\y 1 a m innci >ifr*m\tl 
\j \-r 1 1 icu iuajt uci x^y iiuci iy i / tciuy lal i ui lUouUQny 1- 

2-indolinone 


10726 


E 


3 


v wli iwAyuat uuny i^-f t icLnoAycarDuriy l-o- 
methylpyrroi-5-yl)methylidenyl]-5-[4- 
(trifiuorornethyl)phenylaminosulfonyi]-2-indolinone 


10726 


E 


4 


T-^'^—f-hl it\/l-^.-hv/rlrov\/ ^ moth\/lhon7Miiriflr*iri\ c r a 

-j \o**i-L/uiy i-*f-i lyui UAy-D-u icu lyjucnzy nueny i)-0-I4- 

(trifluoromethyI)phenylaminosulfonyl]-2-indolinone 


10726 


E 


5 


3 -\( 2 -brnmn f 1 1 n - ^ -v/ h mp f h v 1 iri a n v H - ^-lA- 
*j «i i Jw i ui cau \j y i) i 1 icu iy iiuci ly i J «J i ^ 

(trifluoromethyl)phenylaminosuifonyl]-2-indoiinone 


10726 


E 


6 


3-ff 1 3-dimf*thvlr)vrrnl-4-vhmpth\/lidpnvl1-^-f4- 

(trifluoromethyl)phenylaminosulfonylI-2-indolinone 


10726 


E 


7 


3-U5 8-dihvdroxv-1 2 3 4-tetrahvdronanth-fi- 
yl)methylidenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indo(inone 


10726 ■ 


E 


8 


3-f5-fluoro-2-nxindol-3-idpnvn-5-f4- 
(trifluoromethyl)phenylaminosu!fonyl]-2-indoIinone 


10726 


E 


9 


3-f2-oxindnI-'3-idpnvh-5-f4- 
(trifluoromethyi)phenyiaminosulfonyl]-2-indoiinone 


10726 


E 


10 


v>"H<C" , cii iy hi iici i-o-y i lieu iy iiuci iy 

(trif]uoromethyl)phenylaminosulfonyl]-2-indoiinone 


10726 


E 


11 


"\ —( A. _m ofH /~» v\ / K a n t w 1 i H o n \/ 1 \_ A 

o-^*+-i (icu luxy Uci \c.y iiuci iy \ 
(trifluoromethyl)phenylaminosuifonyl]-2-indolinone 


10726 


F 


3 


3-[(2-ethoxycarbonyl-4-methoxycarbonyi-3- 
methylpyrrol-5-yl)methyHdenyl]-5-(morpholin-1- 
yl)sulfonyi-2-indolinone 


10726 


F 


4 


3-(3-t-butyl-4-hydroxy-5-methylbenzyiidenyl)-5- 
(morpho!in-1-yl)suJfonyl-2-indolinone 


10726 


F 


5 


3-[(2-bromofuran-5-yl)methyiidenyl]-5-(nnorphoiin-1- 
yl)sulfonyl-2-indolinone 
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10726 


F 


6 


3-[(1,3-dimethylpyrrol-4-yl)methylidenylJ-5- 
(morpholin-1-yl)sulfonyl-2-indolinone 


10726 


F 


7 


S^S.S-dihydroxy-I^.S^-tetrahydronapth-e- 
yl)methyiidenyl]-5-(morpholin-1.yi)suIfonyl-2- 
indolinone 


10726 


F 


8 


3-(5-fluoro-2-oxindol-3-ideny!)-5-(morpholm-1- 
yl)suifonyl-2-indofinone 


10726 


| F 


9 


3-(2-oxindoi-3-idenyi)-5-(morphohn-1-yl)sujfony{-2- 
indolinone 


10726 


F 


10 


3-[(2-ethyithien-5-yl)methyhdenylj-5-(morpholin-1- 
yl)suifonyl-2 -indolinone 


10726 


F 


11 


3-(4-methoxybenzyiidenyl)-5-(morpholin-1- 
yl)sulfonyl-2-indolinone 


10726 


I G 


3 


3-[(2-ethoxycarbonyl-4-methoxycarbonyl-3- 
methylpyrrol-5-yl)methytidenyi]-5-(2-ch!oroethyi)-2- 
indolinone 


10726 


G 


4 


3-(3-t-butyi-4-hydroxy-5-methylbenzyJidenyl)-5-{2- 
chloroethyl)-2-indolinone 


10726 


G 


5 


3-[(2-bromofuran-5-yl)methylidenyl]-5-(2- 
chloroethyl)-2-indolinone 


10726 


G 


6 


3-[(1 r 3-dimethylpyrroM-yl)methyljdeny(]-5-(2- 
chloroethyl)-2-indolinone 


10726 


G 


7 


3-[(5 t 8-dihydroxy-1,2 l 3,4-tetrahydronapth-6- 
yt)methylidenyl]-5-(2-chloroethyl)-2-indolinone 


10726 


G 


8 


3-{5-fluoro-2-oxindoi-3-idenyl)-5-(2-chloroethyl)-2- 
indolinone 


10726 


G 


9 


3-(2-oxindol-3-idenyl)-5-(2-chloroethyl)-2-indolinone 


10726 


G 


10 


3>[(2-ethylthien-5-yf)methylidenyl]-5-(2-chloroethyl)- 
2-indolinone 


10726 


G 


11 


3-{4-methoxybenzylidenyl)-5-(2-chloroethyl)-2- 
indolinone 


10727 


A 


2 


3-(4-diethylaminoben2ylidenyl)'5,7-dibromo-2- 
indolinone 
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10727 


A 


3 


^ *t\^.,*r*vjicii iy ipy ' i ui yi/i i icu lyiiuenytj-o, / -uioromO"* 
2-indolinone 


10727 _ 


A 


4 


/{-( ri-hromo-S-fh lnrn-9 -h urirnY\/hon7u lirionu! 7 
\ ^ ui \ji i iw j'umuiu 1 1 y ui L/Ay uci i^_y iiuci iy i / 3 , / - 

dibromo-2-mdolinone 


10727 


A 


5 


3-r2-(4-ch!ornnhpn\/lrnprc^ntn\hpn7\/iiripnvll ^ 7 

dibromo— 2-indoiinone 


10727 


A 


6 


3-[(5-chlorobenzodioxalan-6 vhrnethvlidprivM-S 7- 
dibromo-2-indolinone 


10727 


A 


7 


3-fM 4-ben2anvrannn-^ vnmpthviidpnvll-^ 7- 

dibromo-2-indolinone 


10727 


A 


8 


3-f S-CVanobenzvlidpnvh-S 7-n , ihrnrnn-2-tnn'nlinnnp 


10727 


A 


9 


3-/4-c\/anohpn7\/lirlpn\y 7-riihrnmn-9-inrinlinnnp 

*J \~r^-y a i iuuci l^.ylluciiyiy*«J, f VJIUi vj( 1 iU lUUlll IUI IC 


10727 


A 


10 


3-f? S-fiihvrtrny\/bpn7\yhripn\/l\-^ 7-rj ihrnmn-9- 
w ^ ^- , ^ \j 1 1 \y \ji uAy l/ci iz. y uvjc 1 1 y i ^ / uiujuhiu <- 

indolinone 


10727 


A 


1 1 


3-f2 3-dimpfhn*vhpn7vliripnvn-^ 7-riihrnmn-2- 

indolinone 


10727 


B 


2 


^-V ipthvi^ mi n nhp htwI iH^nx/ -in rinl inn np 
u y*t"\iicu iy lai i in iuuci icyiiuci iy J luuu n iuuiu tui ic 


10727 


B 


3 


3-f ( J 4-riipthvlnvrrnl-^-vhmpthvlidpnvil-S-inHn-9- 

indolinone 


10727 


B 


4 


^ j ui vj i i iu*«j*ui iivjt <j i iy Li i UAy uct i «— y nuci lyi ^ j iuuu 

2-indolinone 


10727 


B 


5 


3-r?-^4-r , hlnronhpnvlmprr*"^nto'lhpn7\/Hdpnvl]-S-inrin- 

2-indolinone 


10727 


B 


6 


3-[(5-chlorobenzodioxoian-6-yi)methyiidenyl]-5- 
iodo-2-indolinone 


10727 


B 


7 


3-[(1,4-benzopyranon-3-yl)methylidenylj-5-iodo-2- 
indolinone 


10727 


B 


8 


3-(3-cyanobenzylidenyl)-5-iodo-2-indolinone 
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10727 


B 


9 


3-(4-cyanobenzylidenyl)-5-iodo-2-indolinone 


10727 - 


B 


10 


3-(2,5-dihydroxybenzyhdenyl)-5-iodo-2-indolinone 


10727 


B 


11 


3-(2,3-dimethoxybenzylidenyl)-5HOdo-2-indolinone 


10727 


C 


2 


3-(4-diethylaminobenzylidenyI)-5-bromo-4-methyl- 
2-indoiinone 


10727 


C 


3 


3-[(2,4-diethylpyrrol-5-yl)methylidenyl]-5-bromo-4- ' 
methyi-2-indolinone 


10727 


C 


4 


3-(3-bromo-5-chloro-2-hydroxybenzyliaenyl)-5- 
bromc-4-methyl-2-indolinone 


10727 


c 


5 


3-[2-(4-chlorophenylmercapto)benzyiidenyl)-5- 
bromo-4-methyl-2-indolinone 


10727 


c 


6 


3-[(5-ch]orobenzodioxo{an-6-yi)methylidenyl]-5- 
bromo-4-methyl-2-indolinone 


10727 


c 


7 


3-[(1,4-benzopyranon-3-yl)methylidenyl]-5-bromo^- 
methyl-2-indolinone 


10727 


c 


8 


3-(3-cyanobenzylidenyl)-5-bromo-4-methyl-2- I 
indolinone 


10727 


c 


9 


3-(4-cyanobenzylidenyl)-5-bromo-4-methyl-2- 
indolinone 


10727 


c 


10 


3-(2,5-d!hydroxybenzylidenyl)-5-bromo-4-methyl-2- 
indolinone 


10727 


c 


11 


3-(2 ( 3-dimethoxybenzylidenyl)-5-bromo-4-methyl-2- 
indolinone 


10727 


D 


2 


3-(4<iiethytaminobenzyiidenyi)-5- 
methylaminosulfonyI-2-indolinone 


10727 


D 


3 


3-[(2,4-diethylpyrrol-5-yl)rnethyiideny(]-5- 
methy)aminosulfonyl-2-indotinone 


10727 


D 


4 


3-(3-bromo-5-chloro-2-hydroxybenzylidenyl)-5- 
methylaminosulfonyl-2 -indolinone 
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1U72/ 


u 


5 


3-[2-(4-chlorophenyimercapto)ben2ylidenyl]-5- 
methylaminosulfonyl-2-indolinone 


.10727 


D 


6 


3-[(5-chlorobenzodioxoian-6-y!)methylideny!]-5*- 
methylaminosuIfonyl-2-indolinone 


10727 


D 


7 


3-[(1 ,4-ben2opyranon-3-yl)methylidenyI]-5- 
methylaminosulfonyf-2-indoitnone 


1 A717 

10727 


D 


8 


3-{3-cyanobenzylidenyl)-5-methylaminosulfonyl-2- 
indolinone 


10727 


D 


9 


3-(4-cyanobenzylidenyl)-5-methylaminosuifonyl-2- 
indolinone 


lU/ 


pi 
u 


-i n 
1U 


3-(2 l 5H3inydroxybenzyiidenyi)-5- 
methylaminosulfonyi-2-indoiinone 


f\7T7 
lU/ 


U 


1 1 


3-{2,3-dimetnoxybenzylidenyi)«5- 
methylaminosulfonyl-2-indolinone 


■1 A7T7 


r— 

b 




3-(4-dietnylaminobenzyuaeny])-5-[4- 
(trifluoromethyl)phenylaminosuifonyl]-2-indolinone 


1 0707 


t 


O 

O 


o-i(z t 4^ietnyipyrroi-D-yi)rnetnyiiaenyi]-5-[4- 
(trifluoromethyl)phenyiaminosuifonyl]-2-indolinone 


1 07*57 
\\JfZf 


t 


4 


o-(o-Drorno-o^nloro-2-nydroxybenzylidenyl)-5-[4- 
(trifluoromethyl)phenyiaminosuifonyl]-2Hndolinone 


10727 


E 


5 


3-[2-(4-cnlorophenyimercapto)benzylidenyl)-5-[4- 
{trifiuoromethyi)phenylaminosulfonyl]-2-indolinone 


10727 


E 


6 


3-[(5"Chiorobenzodioxolan-6-yl)methylidenyl]-5-[4- 
(trifiuoromethyl)phenylaminosutfony!]-2-indolinone 


10727 


E 


7 


3-[(1,4-benzopyranon-3-yl)methylidenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


1 0707 


t 


Q 
O 


3-(3-cyanobenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10727 


E 


9 


3-(4-cyanobenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10727 


E 


10 


3-(2,5-dihydroxybenzyiideny])-5-[4- 
(trifluoromethyl)phenylaminosulfonyi]-2-indonnone 
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10727 


E 


11 


3-(2,3-dimethoxyDenzylidenyl)-5-[4- 
(trifiuoromethy!)phenylaminosuifony(]-2-indolinone 


10727 • 


F 


2 


3-(4-diethylaminobenzylidenyl)-5-(morpholin-1- 
yl)suifonyI-2-indolinone 


10727 


F * 


3 


3-[{2,4-dtethylpyrrol-5-yi)methylidenyl]-5- 
(morpholin-1-yl)sulfonyl-2-indoiinone 


10727 


F 


4 


3-(3-bromo-5-chloro-2-hydroxybenzy|jdenyl)-5- 
(morpho!in-1-yl)sulfonyl-2-indolinone 


10727 


F 


5 


3-[2-(4-ch!oropheny[mercapto)benzylidenylj-5- 
(morpholin-1-yi)sulfonyi-2-indolinone 


10727 


F 


6 


3-[(5-chJorobenzodioxoian-6-yl)methylidenyi]-5- 
(morpholin-1-yl)sulfonyl-2-indoiinone 


10727 


F 


7 


3-[(1,4-benzopyranon-3-yI)methylidenylj-5- 
(morpholin-1-yl)sutfonyl-2*indolinone 


10727 


F 


8 


3-(3-cyanobenzylidenyi)-5-(morpholin-1-yl)suifonyl- 
2-indolinone 


10727 


F 


9 


3-(4-cyanobenzyJidenyl)-5-(morpnolin-1-yl)sulfonyl- 
2-indolinone 


10727 ' 


F 


10 


3-(2,5-dihydroxyben2ylidenyl)-5-{morpholin-1- 
yl)sulfonyi-2-indoiinone 


10727 


F 


11 


3-(2,3-dimethoxybenzylidenyl)-5-(morpholin-1- 
yl)sulfonyi-2-indojinone 


10727 


G 


2 


3-(4-diethylaminobenzyiidenyl)-5-(2-chloroetnyl)-2- 
indoiinone 


10727 


G 


3 


3-{(2,4-diethylpyrroi-5-yl)methylideny!)-5-(2- 
chloroethyl)-2-indolinone 


10727 


G 


4 


3-(3-bromo-5-chloro-2-hydroxybenzyjidenyl)-5-{2- 
chioroethy!)-2-indolinone 


10727 


G 


5 


3-[2-{4-chlorophenylmercapto)benzylidenyl]-5-(2- 
chloroethyl)-2-indolinone 


10727 


G 


6 


3-[(5-chJorobenzodioxolan-6-yl)methylidenyl]-5-(2- 
chioroethyi)-2-indoiinone 
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10727 


G 


7 


3-fM 4-hpn7nnv/r;jnnn-'H-\/hrnothwliHAn\/ll- £ ^-^ 9 

chloroethyl)-2-indolinone 


10727 


G 


3 


^-cvannhpn7vliripnvl\-^-/9-w~hlnrnpfrhuh 9 
w \o \-»y cai iuuci liy iiucj i y i/ »j yz^-vd i iui ueu I y I J-£- 

indolinone 


10727 


G 


9 


3-f4-cvanobenzvlidenviV5-^2-r > hlnrnpthvl\-7- — — — 

v y~ j • 1-> i >*—j w i i jr • / ^t^i iiui veil IV 1 It* 

indolinone 


10727 


G 


10 


3-(2,5-dihydroxybenzyiidenyi)-5-(2-chloroethyl)-2- 
indolinone 


10727 


G 


1 1 


indolinone 


10728 


A 


2 


<j \ new ivjAy uci \i- y j iu ci iy i ^- j, / -uioru mo-/" 

indolinone 


10728 


A 


-\ 


^ _f 9 fijiim<ithnY\yhon7\/liHorn;l\ 7 Hihrnmn 0 
w i icit ivjAy uci tz.y iiuci iy i t -u iuromo*Z* 

indolinone 


10728 


A 


4 


3-Y3 S-dimpthnwbpnTvlifipnvl 7 -ri i h m m n - 9 _ 

indolinone 


10728 


A 


5 


3W4wiirnPthvlaminn-9_mpthn whpnrvliHpnvh-^ 7- 

«J ^"T^jii i icu iy iai i in iv«; c. 1 1 idi ivJAy ucj '^-j "uci iy f y >j ( / - 

dibromo-2-indohnone 


10728 


A 


5 


3-fffli jnrpn-^-v/hmpthvliripnvll-S 7-riihrnmn-9- 

o [yiiuui cj i ^- yijiiiciiiyuudiyij >J , i Li * ui 1 1 iu <t* 

indolinone 


10728 


A 


7 


3-f 9-fh mrn- ^-^rifl t inrnmpthvl ^hpnTulirlpriv/ 11--^ 7- 
<j [t. iiuui w j i j i u vj i ij\ i icu iy i/uci 1 y 1 1 u c i iyjj«J, / 

dibromo-2-indoiinone 


10728 


A 


R 

VJ 


dibromo-2-indolinone 




A 


Q 


9-fli iorrs-fi-/trifli i n m m Pth\/^hpn7\/liHpnvyn_^ 7_ 
w~[4fiiuvji U"\j ~\ ii ikuuivjiiicii iy lyutst i^y iiuci iy ij-j, / 

dibromo-2-indolinone 


10728 


A 


10 


3-(2-carboxymethoxybenzyiidenyi)-5,7-dibromo-2- 
indolinone 


10728 


A 


11 


3-((4-methoxybenzodioxolan-6-yi)methylidenyl]-5,7- 
dibromo-2-indolinone 


10728 


B 


2 


3-(2,5-dimethoxybenzylidenyl)-5-iodo-2-indoltnone 
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10728 


B 


3 


3-{2,6KiimethoxybenzylidenyJ)-5-iodo-2-indoiinone 


10728 - 


B 


4 


3-(3,5-dimethoxybenzylidenyl)-5-iodo-2-indolinone 


10728 


B 


5 


3-{4-dimethyiamino-2-methoxyben2ylidenyl)-5-iodo- 
2-indolinone 


10728 


B 


6 


3-[(fluoren-2-yl)methylidenyl]-5-iodo-2-indoiinone 


10728 


B 


7 


3"[2-f]uoro-3-(tnfiuoromethyl)ben2ylidenyl]-5-iodo-2- 
indolinone 


10728 


B 


8 


3-[2-fiuoro-5-(trifluoromethyi)benzy(idenyl]-5-iodo-2- 
indoiinone 


10728 


B 


9 


3-(2-fluoro-6-(tnfluoromethyl)benzyiidenyi]'5Hodo-2- 
indoiinone 


10728 


B 


10 


3-(2-carboxymethoxybenzyJideny!)-5-iodo-2- 
indolinone 


10728 


B 


11 


3-[(4-methoxybenzodioxolan-6-yl)methylidenyi]-5- 
iodo-2-indolinone 


10728 


C 


2 


3-(2 f 5-dimethoxybenzyiidenyj)-5-bromo-4-methy(-2- 
Indoiinone 


10728 


C 


3 


3-(2,6-dimethoxybenzyiidenyi)-5-bromo-4-methyl-2- 
indoiinone 


10728 


c 


4 


3-(3 f 5-dimethoxybenzylidenyl)-5-bromo-4-methyl-2- 
indolinone 


10728 


c 


5 


3-(4-dimethylamino-2-methoxybenzyiidenyl)-5- 
bromo-4-methyi-2-indoiinone 


10728 


c 


6 


3-[(fluoren-2-yi)methylidenyi]-5-bromo-4-methyi-2- 
indoiinone 


10728 


c 


7 


342-fluoro-3«(trifluoromethyl)benzyiidenyJ]-5-bromo- 
4-methyl-2-indolinone 


10728 


c 


8 


3-[2-fluoro-5-(trifiuoromethyl)benzylidenyl]-5-bromo- 
4-methyf-2-indolinone 
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Table 13 
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1 H79R 
I U/ ZO 




y 


3-{2-fluoro-6-(trif)uoromethyi)benzyljdenyl]-5-bromo- 
4-methyi-2-indolinone 






i u 


3-(2-carboxymethoxybenzylidenyl)-5-bromo-4- 
methyi-2-indolinone 






1 1 


3-[(4-methoxybenzodioxolan-6-yl)methyJidenyi]-5- 
bromo-4-methyl-2-indolinone 




n 


Z 


J-(^,o-dimetnoxyDenzyiidenyl)-5- 
methylaminosuifonyl-2-indolinone 


10798 


n 


*3 


s5-{z,o-airnetnoxyDenzylidenyl)-5- 
methylaminosuifonyl-2-indolinone 




n 


A 

*T 


o-^o, oKjimeinoxyDenzyiiaeny I)-d- 
methylaminosulfonyl-2Hndolinone 


10728 


n 


t; 


3-(4-dimethylamino-2-methoxybenzylidenyi)-5- 
methylaminosulfonyl-2-indoiinone 


10728 


n 


« 


o-l^nuoren-z-yijmeinyiJQeny ij-o- 
methylaminosulfonyi-2-indolinone 


10728 


n 


7 


o-^-iiuuf o~o-\ u irjuorurneiny i ^ uenzy iJuenyij-D- 
methyiaminosulfonyi^-jndoiinone 


10728 


n 


ft 


o-iz-uuuru-o-^ir inuururneinyijuenzyiiQenyij-D- 
methyJaminosulfonyl-2-indoiinone 


1 079ft 
I U I ZO 


n 
u 


Q 

y 


o-jz-riuoroH3-(inTiuoroniem 

methylaminosulfonyl-2-indolinone 




U 


1 U 


3-(2-carboxymethoxybenzylidenyl)-5- 
methylaminosulfonyl-2-indoiinone 


i u i zo 


p\ 

u 




3-[(4-methoxybenzodioxolan-6-yl)methylidenyl]-5- 
methylaminosulfonyl-2-indoiinone 


1 0728 


c 
c 


9 


o-^z,D-airneinoxyDenzyiiaenyi;-o-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10728 


E 


3 


3-(2,6-dimethoxybenzylidenyl)-5-(4- 
(trifluoromethy))phenylaminosuifonyl]-2-indolinone 


10728 


E 


4 


3-(3,5-dimethoxybenzyIidenyl)-5-[4- 
(trifluoromethyl)phenylaminosuifonyi]-2-indolinone 
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10728 


E 


5 


3-{4-dimethylamino-2-methoxybenzyiidenyi)-5-[4- 
(trif1uoromethyi)phenyiaminosu{fonyl]-2-indoJinone 


10728 - 


E 


6 


3-{(fluoren-2'yl)methylidenyl]-5-[4- 
(trifluoromethyi)phenylaminosuifonyiJ-2-indolinone 


10728 


E 


7 


3-[2-fluoro-3-{trifluoromethyi)ben2yiidenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indotinone 


10728 


E 


8 


3-[2-fluoro-5-(trifluoromethyl)benzyiidenyl]-5-t4- 
(trifluoromethy[)phenylaminosulfonylj-2-indohnone 


10728 


E 


9 


3-[2-fluoro-6-(trifiuorome[hyl)ben2ylidenyi]-5-[4- 
(trifiuoromethyi)phenyiaminosulfonyl]-2-indolinone 


10728 


E 


10 


3-(2-carboxymethoxybenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2Hndojinone 


10728 


E 


11 


3-[(4-rnethoxybenzodioxolan-6-yl)methylidenyl]-5- 
[4-(trifluoromethyi)phenylaminosulfonyi]-2- 
indolinone 


10728 


F 


2 


3-(2,5>dimethoxybenzyiidenyj)-5-(morpholin-1- 
yl)aminosulfonyl-2-indolinone 


10728 


F 


3 


3-(2,6HjimethoxybenzylidenyJ)-5-(morphoiin-1- 
yl)aminosulfonyl-2-indolinone 


10728 


F 


4 


3-(3,5-dimethoxybenzylidenyl)-5-(morpholin-1- 
yl)aminosuJfonyl-2-indolinone 


10728 


F 


5 


3-{4-dimethylamino-2-methoxybenzylidenyl)-5- 
(morphoiin-1-yl)aminosulfonyl-2Hndolinone 


10728 


F 


6 


3-[(fluoren-2-yl)methylidenyl]-5-(morpholin-1- 
yl)aminosuifonyl-2-indolinone 


10728 


F 


7 


3-[2-fluoro-3-(trifluoromethy!)benzylidenyl]-5- 
(morphoIin-1-yl)aminc5uifonyl-2-indolinone 


10728 


F 


8 


3-[2-fiuoro-5-{trifluoromethyi)benzylidenyl]-5- 
(morpholin-1-yl)aminosulfonyi-2-indoiinone 


10728 


F 


9 


3-[2-f]uoro-6-(trifluoromethyl)benzyJidenyl]-5- 
(morpholin-1-yl)aminosulfonyl-2-indolinone 


10728 


F 


10 


3-(2-carboxymethoxybenzylidenyl)-5-(morpho!in-1- 
yl)aminosuffonyl-2-indolinone 
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10728 


F 


11 


3-((4-methoxybenzodioxolan-6-yl)methyjidenyl]-5- 
(morpholin-1-yl)aminosulfonyl-2-indolinone 


10728 


G 


2 


3-(2,5-dimethoxyben2ylidenyl)-5-(2-ch!oroethyl)-2- 
indolinone 


10728 


G ' 


3 


3-{2,6-dimethoxybenzylidenyl)-5-(2-chloroethyl)-2- 
indoiinone 


10728 


G 


4 


3-(3,5-dimethoxybenzyiidenyl)-5-{2-chloroethyl)-2- 
indoiinone 


10728 


G 


5 


3-(4-dimethylamino-2-methoxybenzyiidenyl)-5-(2- 
chloroethyl)-2-indolinone 


10728 


G 


6 


3-[(fiuoren-2-yl)methylidenyt]-5-(2-chloroethyl)-2- 
indolinone 


10728 


G 


7 


3-[2-fluoro-3-(triftuoromethyi)benzylidenyi]-5-(2- 
chioroetliyl)-2-indalinone 


10728 


G 


8 


3-[2-nuoro-5-(trinuorornetnyi)benzylidenylj-5-(2- 
chioroethyl)-2-indolinone 




G 


n 

y 


342-nuoro^-(tnnuorometnyi)oenzyliaenyl]-o-(2- 
chloroethyl)-2-indolinone 


10728 


G 


10 


3-(2-carboxymethoxybenzylidenyl)-5-(2- 
chloroethyl)-2-indolinone 


10728 


G 


1 1 


3-[(4-methoxybenzodioxolan-6-yl)methyiidenyl]-5- 
(2-chioroethyl)-2-indolinone 


10729 


A 


2 


3-[(2-methoxynapth-1-yl)methylidenyl]-5,7-dtbromo- 
2-indolinone 


10729 


A 


3 


3-[{1-methoxynapth-4-yl)methylidenyl]-5,7-dibromo- 
2-indolinone 


10729 


A 


4 


3-(4-methylmercaptobenzylidenyl)-5,7-dibromo-2- 
indoiinone 


10729 


A 


5 


3-[(3-methyithien-2-yl)methylidenyl]-5,7-dibromo-2- 
indolinone 


10729 


A 


6 


3-(3-phenoxybenzylidenyl)-5,7-dibromo-2- 
indoiinone 
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10729 


A 


7 


3-[(pynd-2-yl)methyiidenylj-5,7-dibromo-2- 
indolinone 


10729 


A 


8 


3-[(pynd-3-yl)methylidenyl]-5J-dibromo-2- 
indolinone 


10729 


A 


9 


3-[(pynd-4-yl)methyiidenyl]-5,7-dibromo-2- 
indotinone 


10729 


A 


10 


a-l^pyrroJidin-l-yObenzylidenylj-SJ-dibromo-"? - 
indoiinone 


10729 


A 


11 


3-[(cyciohexen-3-yi)methyiidenyl]-5,7~dibrorno-2~ 
indoiinone 


10729 


B 


2 


3-[(2-methoxynapth-1-yl)methylidenyl]-5-jodo-2- 
indoiinone 


10729 


B 


3 


3-[( 1 -methoxy napth-4-y l)methylideny l]-5-iodo-2- 
indoiinone 


10729 


B 


4 


3-(4-methylmercaptobenzyiidenyl)-5HOdo-2- 
indolinone 


10729 


B 


5 


3«[(3-methyithjen-2-yl)methyiidenylj-5-iodo<2- 
indoltnone 


10729 


B 


6 


3-(3-phenoxybenzylrdenyl)-5-iodo-2-indolinone 


10729 


B 


7 


3-[(pynd-2-yi)methyhdenyi]-5-iodo-2-indolinone 


10729 


B 


8 


3-((pynd-3-yl)methyhdenyi]-5Hodo-2-indolinone 


10729 


B 


9 


3-[(pynd-4-yl)methyhdenyl]-5-iodo-2-indolinone 


10729 


B 


10 


3-[4-(pyrrolidin-1-yj)benzylidenyl]-5-iodo-2- 
indoiinone 


10729 


B 


11 


3-((cyciohexen-3-yl)methylidenyl}-5-iodo-2- 
indolinone 


10729 


C 


2 


3-[(2-methoxynapth-1-yl)methylidenyl]-5-bromo-4- 
methyi-2-indolinone 
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10729 


c 


3 


3-[( 1 -rnethoxyri3pth-4-yl)rnethyliu*.iiyt]- l 5-bromo-4- 
methyl-2-indoiinone 


10729 


c 


4 


3-(4-methylmercaptobenzylidenyl)-5-bromo-4- 
methyl-2-indolinone 


10729 


Q 


5 


"}-f f ^-fTlPthvith^pn-!?-V^ITlPth\/JiriPnv^-5-h^O^T^O-4- 
methyI-2-indolinone 


10729 


c 


6 


3-(3-phenoxybenzylidenyl)-5-bromo-4-methyl-2- 
indolinone 


10729 


c 


7 


3-[(pyrid-2-yl)methylidenyl]-5-brorno-4-methyl-2- 
indolinone 


10729 


c 


8 


3— Dvrid-^-\/l^rnpthvlidpn\/ll-S-hrnnrir>-4-rTiRthvl-9- 
indolinone 


10729 


c 


9 


3-[(pyrid-4-yl)methylideny l]-5-bromo-4-methyl-2- 
indolinone 


10729 


c 


10. 


3-f4-fn\/rrnlidin-1 -vhbpn7vliripnvN-5-bromo-4- 

L \ r*j wvi i vj 1 1 1 i y ijuci it y uu vi i y ij ui ui i iu~ 

methyl-2-indolinone 


10729 


c 


11 


3-{(cyclohexen-3-yl)methyiidenyl]-5-bromo-4- 
methyl-2-indolinone 


10729 


D 


2 


3-[{2-methoxynapth-1-yl)methylidenyl]-5- 
methylaminosulfonyl-2-indoiinone 


10729 




3 


3-ff 1 -methoxvnanth--4-vnrnethvlidenvil-5- 
methylaminosulfonyl-2-indolinone 


10729 


D 


4 


3-(4-rnethyimercaptobenzylidenyl)-5- 
methylaminosulfonyI-2-indolinone 


10729 


D 


5 


3-[(3-methylthien-2-yl)methyiidenyl]-5- 
methylaminosulfonyl-2-indoiinone 




D 


5 


3-/3-Dhenoxvbenzvlidenvn-5-methvlarninosuifonvl- 
2-indolinone 


10729 


D 


7 


3-[(pyrid-2-y!)methylidenyl]-5-methytaminosuifonyl- 
2-indolinone 


10729 


D 


8 


3-[(pyrid-3-yl)methylidenyl]-5-methylaminosulfonyJ- 
2-indolinone 
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10729 


A 


7 


3-[(pyrid-2-y))methyIicJenyi]-5,7-djbromo-2- 
indoiinone 


10729 


A 


a 


3-[(pyrid-3-yl)methylidenyl]-5,7>dibromo-2- 
indolinone 


10729 


A 


9 


3-[(pynd-4-yl)methyiidenyl]-5,7-d{bromo-2- 
indolinone 


10729 


A 


10 


3-[4-{pyrrohdm-l-yl)ben2ylidenyl]-5,7-dibromo-2- 
indolinone 


10729 


A 


11 


3-[(cyclohexen-3-yl)methylidenyi]-5,7.dibromo-2- 
indolinone 


10729 


B 


2 


3-[(2-methoxynapth-1-yl)methylidenylj-5-iodo-2- 
indottnone 


10729 


B 


3 


3-((1-methoxynapth-4-yl)methylidenyl]-5-iodo-2- 
indoiinone 


10729 


B 


4 


3-(4HTiethylmercaptobenzyiidenyi)-5-iodo-2- 
indolinone 


10729 


& 


5 


3-[(3-methylth»en<2-yl)methylidenyl]-5-iodo-2- 
indoiinone 


10729 


B 


6 


3-(3-phenoxybenzyhdenyl)-5-iodo-2-indolinone 


10729 


B 


7 


3-[(pynd-2-y!)methyhdenyl]-5-iodo-2-indoiinone 


10729 


B 


8 


3-[(pyrid-3-yi)methyiiaenyl]-5Hodo-2-indolinone 


10729 


B 


9 


3-[(pyrid-4-yl)methyiidenyl]-5-iodo-2-indolinone 


10729 


B 


10 


3-[4-(pyrroiidm-1-yl)benzylidenyl]-5Hodo.2- 
indolinone 


10729 


B 


11 


3-[(cyciohexen-3-yl)methyiidenyi]'5-iodo-2- 
indolinone 


10729 


C 


2 


3-[(2-methoxynapth-1-yl)methylidenyl]-5-bromo-4- 
methyf-2-indolinone 
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10729 


C 


3 


3-{(1-methoxynapth-4-yl)methylidenyl]-5-bromo-4- 
methyl-2-indolinone 


10729 


C 


4 


3-{4-methylmercaptoben2ylidenyl)-5-bromo-4- 
methyl-2-indoiincne 


i u/zy 


c 


c 
D 


3-{(3-methyithien-2-yl)methyNdenyj]-5-bromo-4- 
methyl-2-indolinone 


i u / zy 




□ 


3-(3-phenoxybenzyiidenyl)-5-bromo-4-methyl-2- 
indolinone 


i u / zy 


U 


7 
I 


3-[(pyrid-2-yl)methyiidenyi]-5-bromo-4-methyl-2- 
indolinone 


iu/ zy 




Q 

o 


J "l\Py ria ~^~yU me tnyiidenyi]-o-bromo-4-methyl-2- 
indolinone 


i u / zy 




Q 

y 


J H(py r,a ^"y , ) me ^yi | a en yU~^"Dromo^-metnyl-2- 
indolinone 


1fl79Q 




1 n 


^ r* "\pyrroiiuin- i-yi;DenzyNuenyij-D-Dromo-4- 
methyl-2-indolinone 


1 fi7*7Q 




1 1 

1 1 


o-iicycionexen-o-yijmeinyiiQen^ 
methyl-2-indolinone 


tu/zy 




o 

z 


Q f/O mnfknuiinnnlk -1 i . 1 > ni.-. iL..|'.i M r* 

o-[(Z-metnoxynaptn- 1 -yi)metnyhdenyi]-5- 
methylaminosulfonyI-2-indolinone 


10/zy 


D 


3 


3-[(1-methoxynapth-4^yl)methyhdenyl]-5- 
methylaminosulfonyl-2-indoiinone 


10729 


f-v 

D 


4 


3-(4-methylmercaptobenzyiidenyl)-5- 
methylaminosulfonyI-2-indolinone 


10729 


D 


5 


3-[(3-methylthien-2-yi)methy!idenyl)-5- 
methylaminosulfonyl-2-indolinone 


iu/ zy 


u 


D 


3-(3-phenoxybenzylidenyi)-5-methylamjnosulfonyl- 
2-indoiinone 


10729 


D 


7 


3-[(pyrid-2-yi)methyiidenyi]-5-methyiamjnosulfonyl- 
2-indolinone 


10729 


D 


8 


3-((pyrid-3-yl)methyiidenyl]-5-methylaminosulfonyl- 
2-indoiinone 
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10729 


D 


9 


j 3-[(pyrid^-yl)rnethylidenyl]-5-rnethylaminosuifonyl- 
2-indoljnone 


10729 - 


D 


10 


3-[4-(pyrrolidin-1-yl)benzylidenyl]-5- 
methyiamtnosulfonyl-2-indolinone 


10729 


D ■ 


11 


3-[(cyciohexen-3-yl)methylidenyl]-5- 
methylaminosulfonyl-2-indolinone 


10729 


E 


2 


3-{(2-methoxynapth-1-yl)methylidenyl]-5-[4- 
(trifluoromethyl)pheny!aminosulfonyl]-2-indolinone 


10729 


E 


3 


3-((1-methoxynapth-4-yi)methylidenyl]-5-(4- 
(trifluoromethyl)phenylaminosulfony!]-2-indoiinone 


10729 


E 


4 


3-(4-methylmercaptabenzylidenyl)-5-[4- 
(trifIuoromethyl)phenylaminosulfonyl]-2-indolinone 


10729 


E 


5 


3-[(3-methylthien-2-yl)methylidenyl]-5-[4- 
(trif]uoromethyl)phenyJaminosuffonyl]-2-indolinone 


10729 


E 


6 


3-(3-phenoxybenzyiidenyl)-5-(4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10729 


E 


7 


3-[(pyrid-2-yl)methylidenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indoIinone 


10729 


E 


8 


3-[(pyrid-3-yl)methylidenyl]*5-[4- 
(trifluoromethyl)phenylaminosuifonyi]-2-indolinone 


10729 


E 


9 


3-[(pyrid-4-yl)methyiidenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10729 


E 


10 


3-[4-{pyrrolidin-1-yl)benzylidenyl]-5-[4- 
(trifIuoromethyl)phenylaminosulfonyi]-2-indoiinone 


10729 


E 


11 


3-[(cyclohexen-3-yl)methyiidenyi]-5-[4- 
(trifluoromethy!)phenyiaminosulfonyl]-2-indolinone 


10729 


F 


2 


3-[{2-methoxynapth-1-yl)methyiidenyl]-5- 
(morphalin-1-yl)aminosulfonyl-2-indolinone 


10729 


F 


3 


3-[{1-methoxynapth-4-yl)methylidenyi]-5- 
(morpholin-1-yl)aminosulfonyl-2-indolinone 


10729 


F 


4 


3-(4-methylmercaptobenzylidenyl)-5-(morpholin-1- 
yl)aminosulfonyl-2-indoiinone 
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1072Q 


F 


c 


o-[^o-metnyiinien-z-yijiTietnyiiaeny!]-o 

yi)amtnosulfonyi-2-indolinone 


10729 


p 


A 
w 


o-^o-pnenoxyDenzyjiaenyij-o-(rnorpnoiin-1 - 
yl)aminosulfonyl-2-indolinone 


10729 


p 


7 


o-npynu-z-y i jmetnyiiueny ij-o-(morpnoiin-1 - 
y!)aminosulfonyl-2-indofinone 


10729 


P 


ft 
u 


° upy r * a ^ yu mein y ,,aen yN"^~i^orpno!in- 1 - 
yl)aminosuIfonyi-2-indolinone 




p 


Q 
57 


° -uPynu-H -yi;meinyiiaenyij-o-\rnorpnoiin-l - 
yl)aminosulfonyi-2-indoiinone 




p 


1 n 


J i** "vpyr roiiuin- i-yi;Denzyuaenyij-3-(rnorpnonn-l - 
yl)aminosuifonyI-2-indolinone 




p I 


1 1 

1 1 


^ *l\cycionexen -o-yi;iTieinyiiaenyij-D-{rnorpnotin-1 - 
yl)aminosulfonyl-2-indolinone 


10729 


\-? 


c 


j ^6 i iicii juxy Mapw t~ i -y i^rneinyiiucny 
chloroethyi)-2-indoiinane 


10729 


G 


3 


<-» IV i -i i icu ivjAy i lap ii +-y i ji i leu iy uuenyij-o-^z- 

chloroethyl)-2-indolinone 


10729 


G 


4 


<j i iuii i j it i ici uajjiuuci i^. y unci r y i j j 

chioroethyl)-2-indofinone 


10729 


G 




^-r/^_rnpfhvlthif»n-9-v/l\nn#3thvlirl<an\/ll R ' 
lie u i y lu iiui i"i.-y i/i i icu iy iiuci jy ij-o-i ^- 

chloroethyl)-2-indotinone 


10729 


G 




<j \o-p» ici luAyuci ii.y iiutrf ty i j- j-^-cnujrosinyi y-^.- 
indoiinone 




o 


7 


*^ IvPy* ***-^-y ijnieinyiiuBiiyij-o-^^nioru6inyi/-i- 
indolinone 


10729 


G 


8 


3-If DV^id-3-V^methvlidenvll-5-^2-Ch!oroethvh.-9- 
indolinone 


10729 


G 


9 


3-[(pyrid-4-yl)methyiidenyl)-5-(2-chloroethyi)-2- 
indolinone 


10729 


G 


10 


3-[4-(pyrrolidin-1-yl)benzylidenyl]-5-(2-chloroethyl)- 
2-indolinone 
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Table 13 
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10729 


G 


11 


3-[(cyciohexen-3-yl)methyjjdenyl]-5-(2-chforoethyl)- 
2-indolinone 


10730 - 


A 


2 


3-(2,3,44rimethoxybenzylidenyi)-5J-dibrorno-2- 
indoiinone 


10730 


A 


3 


3-(2A5-trimethoxybenzylidenyi)-5 t 7-dibromo-2- 
indolinone 


10730 


A 


4 


3-(3,4 l 5-tnmethoxyben2yiidenyl)-5 l 7-dibromo-2- 
indolinone 


10730 


A 


5 


3-[( 1 -acetylindol-3-y l)methyiidenyi]-5,7-dibromo-2- 
indolinone 


10730 


A 


6 


3-[(6-chioro-1,4-benzofuranon-3-yl)methylidenyl}- 
5 ( 7-dibromo-2-indolinone 


10730 


A 


7 


3-[2-[(2-chiorophenyl)furan-5-yl)methylidenyl]-5 1 7- 
dibromo-2-indoiinone 


10730 


A 


8 


3~[(2-chioroquinoiin-3-yt)methyiidenyi]-5,7-dibromo- 
2-indolinone 


10730 


A 


9 


3-[(6,8-dibromo-1 t 4-benzofuranon-3- 
yl)methyiidenyi]-5 t 7-dibromo-2-indolinone 


10730 


A 


10 


3-{(2,5-dimethoxytetrahydrofuran-3- 
yl)methylidenyi]-5 f 7-dibromo-2-indofinone 


10730 


A 


11 


3-[(2,3-dimethyifuran-5-yl)methylidenyi]-5,7- 
dibromo-2-indolinone 


10730 


B 


2 


3-(2 t 3 1 4-trimethoxybenzylidenyi)-5-iodo-2- 
indoiinone 


10730 


B 


3 


3-(2,4 t 5-trimethoxybenzyiidenyl)-5-iodo-2- 
indolinone 


10730 


B 


4 


3-(3,4,5-tfimethoxybenzylidenyl)-5-iodo-2- 
indolinone 


10730 


B 


5 


3-[( 1 -acety lindol-3-yi)methy lideny l]-5-iodo-2- 
indoiinone 


10730 


B 


6 


3-[(6-chloro-1,4-benzafuranon-3-yl)methyJideny!]-5- 
iodo-2-indolinone 
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Table 13 
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10730 


B 


7 


3-[2-[(2-chJorophenyi)furan-5-yl]methyiidenyi]-5- 
iodo~2-indoiinone 


10730 


B 


8 


3-[{2-chforoquinolin-3-yi)methylidenyl]-5-iodO'2- 
indolinone 


10730 


B 


9 


3-[(6,8-dibromo-1,4-benzofuranon-3- 
yl)methylidenyi]-5-iodo-2-indohnone 


10730 


B 


10 


3-[(2 t 5-dimethoxytetrahydrofuran-3- 
yl)methylidenyl]-5-iodo-2-indolinone 


10730 


B 


11 


3-((2,3-dimethytfuran-5-yl)methyhdenyi]-5-iodo-2- 
indoiinone 


10730 


C 


2 


3-(2,3 1 4-tnmethoxybenzyltdenyl)-5-brorno-4-methyl- 
2-indolinone 


10730 


C 


3 


3-(2 t 4,5-tnmethoxybenzylidenyi)-5-bromo^-methyl- 
2-indolinone 


10730 


C 


4 


S^^.S-trimethoxybenzyhdenyO-S-bromo-^-methyi- 
2-indolinone 


10730 


c 


5 


3-[(1-acetylmdol-3-yl)methylideny}]-5-bromo-4- 
methyl-2-indoiinone 


10730 


c 


6 


3-[(6-chloro-1 t 4-benzofuranon-3-yi)methylidenyl]-5- 
bromo^-methyl-2~indolinone 


10730 


c 


7 


3-[2-[(2-chiorophenyl)furan-5-yl]methylidenyl]-5- 
bromo-4-methyi-2-indolinone 


10730 


c 


8 


3-[(2-chIoroqumoiin-3-yl)methylidenyt]-5-bromo-4- 
methyl-2-indolinone 


10730 


c 


9 


3-[(6,8-dibromo-1,4-benzofuranon-3- 
yl)methyiidenyl]-5-bromo-4-methyl-2-indoiinone 


10730 


c 


10 


3-[{2,5-dimethoxytetrahydrofuran-3- 
yi)methylidenyl]-5-bromo--4-methyl-2-indolinone 


10730 


c 


11 


S-^.S-dimethylfuran-S-yOmethyiidenyll-S-bromo^- 
methyl-2Hndolinone 


10730 


D 


2 


3-(2 ( 3,4-trimethoxybenzylidenyl)-5- 
methylaminosulfonyl-2-indoIinone 
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10730 


D 


3 


3-(2 t 4,5-trimethoxybenzylidenyl)-5- 
methyiaminosulfonyI-2-indolinone 


10730 


D 


4 


3-(3.4 5-trimethoxvbGn7v!iripnviUS- 
methylaminosuifonyl-2-indolinone 


10730 


D 


5 


3-[(1-acetylmdol-3-yl)methylidenyi]-5- 
methylaminosulfonyI-2-indoiinone 


10730 


D 


6 


3-[(6-chloro-1 ^-benzofuranon-S-vhrnethvlidenvfl-R- 
methylaminosulfonyl-2-indolinone 


10730 


D 


7 


3-[2-[(2-chlorophenyl)furan-5-vIlmethviidGnvlUS- 
methylaminosuironyl-2-indolinone 


10730 


D 


8 


3-[(2-chloroquinolin-3*yl)meihyiidenyl]-5- 
methylaminosulfonyl-2-indolinone 


10730 


D 


9 


3-[(6,8-dibromo-1 ,4-benzofuranon-3- 
yJ)methyjidenyl]-5-methylaminosulfonyl-2- 
indolinone 


10730 


D 


10 


3-[(2,5-dimethoxytetrahydrofuran-3- 
yl)methylidenyl]-5-methylaminosuifonyl-2- 
indolinone 


10730 


D 


11 


3-{(2,3-dimethylfuran-5-yJ)methyiidenyi]-5- 
methylaminosuifonyl-2-indoiinone 


10730 


E 


2 


3-{2,3,4-trimethoxybenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10730 


E 


3 


3-(2.4.5-trimethoxvbenzvlidenvn-S-f4- 
(trifluoromethyi)phenylaminosulfonyt]-2-indolinone 


10730 


E 


4 


(trifIuoromethyl)phenylaminosulfonyl]-2Hndolinone 


10730 


E 


5 


3-f(1-acetvlindol-3-vnmethvijdpnvH-^-f4- 
(trifluoromethyl)phenylaminosulfonyiJ-2-indolinone 


10730 


E 


6 


S-Ke-chloro-l^-benzofuranon-S-yOmethylidenyJJ-S- 
[4-.(trifluoromethyl)phenylaminosu!fonyl]-2- 
indoiinone 


10730 


E 


7 


3-[2-[(2-chlorophenyl)furan-5-yl]methylidenyl]-5-[4- 
(trifIuoromethyl)phenylaminosulfonyl]-2-indolinone 


10730 


E 


8 


3-[(2-chioroquinoJin-3-yj)methyNdenylJ-5-[4. 
(trifluoromethyi)phenylaminosulfonyl]-2-indolinone 
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1 n7~n 


c 
c 


o 

y 


3-[(6 f 8-dibromo-1,4-benzofuranon-3- 
yl)methylidenyl}-5-{4- 
(trifluoromethyl)phenylarninosulfonyl]-2-indolinone 


lU/ou — 


iz 


10 


3-[(2,5-dimethoxytetrahydrofuran-3- 
yi)methylidenyi)-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


1 U/ OU 


t 


1 1 


3-[(2,3-dimethyifuran-5-yl)methylideriyl]-5-[4- 
(trifluoromethyJ)phenylaminosuifony!]-2-indoItnone 


I u # ou 


r 


o 

4. 


o-(«,o,44nmetnoxyben2yhaenyl)-5-(morpnolin-1- 
yl)sulfonyl-2-indolinone 


1 U/ OU 


c 
r 


o 


3-(2,4,5-tnmethoxybenzyiidenyi)-5-(morpholin-1- 
yl)sulfonyi-2-indolinone 


lu/OU 


c 
r 


4 


3-(3 ( 4,5-tnmethoxybenzylidenyl)-5-(morpholin-1- 
yl)suJfonyl-2-indoiinone 


1 U/OU 


r 


O 


3-[(1-acetylindol-3-yl)methylidenyi]-5-(morpholin-1- 
yl)suifonyl-2-indolinone 


i U f OU 


cr 
r 


0 


o-[(o-cnloro-1 ,4-oenzoiuranon-o-yi;metnyi{denyi]-5- 
(morphotin-1-yl)sulfonyl-2-indolinone 


i u / ou 


c 
r 


( 


o-[4i-[(z^nioropnenyi)Turan-D-yi]nrietnyiiuen 
(morpholin-1-yl)sulfonyl-2-indolinone 


in7^n 
l u/ ou 


c 
r 


p 
O 


o-[^-cniorcquinoMn-o-yt;meinyiiaen 
(morpholin-1-y!)sulfonyl-2-indolinone 


l u / ou 


r 


Q 


o-[(t>,o-aiDromo~ i ,4-Denzoruranon-o- 
yl)methylidenyi]-5-(morphoiin-1-yi)sulfonyl-2- 
indolinone 


iu/ou 


r 


1 u 


o4(Z,b-uirnetnoxyt8uanyaroTuran-o- 
yl)methylidenyl]-5-(morpholin-1-yi)sulfonyl-2- 
indolinone 


lU/OU 


cr i 

r 


1 1 


3-[(2,3-dimethylfuran-5-yl)methyliaenyl]-5- 
(morphoiin-1-yl)sulfonyl-2-indolinone 


J U/ OU 


ri 
\j 


o 


s3-^,o,4-innietnoxyuenzyiiaenyi;-D-^z-cnioroem 
2-indolinone 


10730 


G 


3 


3-(2 l 4,5-trimethoxybenzylideny0-5-(2-chloroethyl)- 
2-indolinone 


10730 


G 


4 


3-(3,4 ( 5-trimethoxybenzylidenyi)-5-(2-chloroethy{)- 
2-indoiinane 
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10730 


G 


5 


3-K 1 -acetyiindoi-3-yi)methyiideny l]-5-(2- 
chloroethyi)-2-indolinone 


10730 _ 


G 


6 


3-[{6-chloro-1,4-benzofuranon-3-yl)methyl]cjenyi]-5- 
(2-chloroethyj)-2-indolinone 


10730 


G 


7 


3-{2-[(2-chlorophenyl)furan-5-yl)methyiidenyt]-5-(2- 
chloroethyl)-2-indolinone 


10730 


G 


8 


3-[(2-chioroquinolin-3-yl)methy!idenyl]-5-(2- 
chloroethyl)-2-indoiinone 


10730 


G 


9 


3-[(6,8-dibromo-1 ,4-ben2ofuranon-3- 
yi)methylidenyl]-5-(2-chloroethyl)-2.indoiinone 


10730 


G 


10 


3-[(2 t 5-dimethoxytetrahydrofuran-3- 
yi)methy!!deny[]-5-(2-<:hioroethyl)-2-tndo(inone 


10730 


G 


11 


3-[(2,3-dimethylfuran-5-y()methylidenyl]-5-(2- 
ch!oroethyi)-2-indolinone 


10731 


A 


2 


3-[(9-ethylcarbazoi-3-yl)methylidenyiJ-5,7-dibromo- 
2-indolinone 


10731 


A 


3 


3-[(6,7-dimethyl-1,4-benzopyron-3-yl)methylidenyl]- 
S^-dibromo^-indolinone 


10731 


A 


4 


3-[[4-(propen-2-yl)cyclohexen-1-yl]methylidenyi]- 
5,7-dibromo-2-indolinone 


10731 


A 


5 


3-[(6-isopropyl-1 t 4-benzopyron-3-yl)methylidenyl]- 
5,7-dibromo-2-indolinone 


10731 


A 


6 


3-[(6-methyI-1,4-benzopyron-3-y()methyIidenyl]-5,7- 
dibromo-2-indoiinone 


10731 


A 


7 


3-[(6-nitro-1,4-benzopyron-3-yl)methyHdenyl]-5,7- 
dibromo-2-indolinone 


10731 


A 


8 


3-[(pyrimid-2,4-dion-5-yl)methylidenyl]-5,7-dibromo- 
2-indoiinone 


10731 


A 


9 


S-KS-methoxyindol^-yOmethylidenyil-SJ-dibromo- 
2-indolinone 


10731 


A 


10 


3-(1-methyl-2-oxindol-3-idenyl)-5,7-dibromo-2- 
indoiinone 
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10731 


A 


11 


3-[2-(2-(nitroDhenvnfuran-5-vllmethvlidenvll-5 7- 
dibromo-2Hndolinone 


10731 - 


B 


2 


3-[(9-ethylcarba2oJ-3-y()methylidenyl]-5-iodo-2- 
indolinone 


10731 


B 


3 


3-[(6,7-dimethyl-1,4-benzopyron-3-yJ)methy{idenyi]- 
5-iodo-2-indoiinone 


10731 


B 


4 


3-[[4-(propen-2-yl)cyclohexen-1-yl]methylidenyl]-5- 
iodo-2-indolinone 


10731 


B 


5 


3-{(6-isopropyi-1,4-ben2opyron-3-yl)methylidenyi]- 
5-iodo-2-indoiinone 


10731 


B 


6 


3-[{6-methyl-1 ,4-benzopyron-3-yl)methyltdenyl)-5- 
iodo-2-indolinone 


10731 


B 


7 


3-[(6-nitro-1 ,4-benzopyron-3-y))methylidenyl]-5- 
iodo-2-indoiinone 


10731 


B 


8 


3-[(pynmid-2,4-dion-5-yi)methylidenyl]-5-iodo-2- 
indolinone 


10731 


B 


9 


3-[(5-methoxyindol-3-yl)methylidenyl]-5-todo-2- 
indolinone 


10731 


B 


10 


3-(1-methyl-2-oxindol-3-idenyl)-5-iodo-2-indalinone 


10731 


B 


11 


3-[2-[2-(mtraphenyl)furan-5-yl]methyiidenyl]-5-iodo- 
2-indolinone 


10731 


c 


2 


3-((9-ethylcarbazol-3-yl)methylidenyiJ-5-bromo-4- 
methyl-2-indolinone 


10731 


c 


3 


3-[(6,7-dimethyM ,4-benzopyron-3-yl)methylidenyl]- 
5-bromo-4-methyl-2-indolinone 


10731 


c 


4 


3-[[4-(propen-2-yl)cycJohexen-1-yi]methylidenyl]-5- 
bromo-4-methyl-2 -indolinone 


10731 


c 


5 


3-[(6-isopropyl-1,4-benzopyron-3-yl)methyljdenyl]- 
5-bromo-4-methyi-2-indolinone 


10731 


c 


6 


S-^e-mcthyl-l^-benzopyron-S-ylJmethyiidenylj-S- 
bromo-4-methyl-2-indoiinone 
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10731 


C 


7 


3-({6-nitrc-1,4-benzopyron-3-yl)methylidenyl]-5- 
bromo-4-methyl-2-indoJinone 


10731 


C 


8 


3-I(pynmid.2,4-dion-5-yl)methyJidenylJ-5-bromo-4- 
methyJ-2-indolinone 


10731 


c 


9 


3-[(5-methoxyindoj-3-yl)methylidenyl]-5-bromo^- 
methyl-2-indolinone 


10731 


c 


10 


3-( 1 -methy l-2-oxindoi-3-idenyi)-5-bromo-4-metliyj- 
2-indolinone 


10731 


c 

I 


11 


3-[2-[2-{nitrophenyi)furan-5-yl)methylJdenyl]-5- 
bromo-4-methyi-2-indolinone 


10731 


D 


2 


J-I(y-ethyicarbazoi-3-yl)methylideny!]-5- 
methylaminosulfonyl-2-indolinone 


10731 


D 


3 


S-Kej-dimethyl-l^-benzopyron^-yOmethylidenyl]- 
5-methylaminosu!fonyl-2-indoiinone 


10731 


D 


4 


3-[[4-(prapen-2-yl)cyclohexen-1-yl]methyiidenyl].5- 
methylaminosulfonyl-2-indolinone 


10731 


D 


5 


34(6-isopropyJ-1,4-benzopyron-3-yl)methylidenyl]- 
5-methylaminosulfonyl-2-indoJinone 


10731 


D 


6 


3-({6-methyl-1,4-benzopyron-3-yi)methylidenyl]-5- 
methylaminosulfonyl-2-indolinone 


10731 


D 


7 


3-[{6-nitro-1 t 4-benzopyron-3-yl)methylidenyl]-5- 
methylaminosulfonyI-2-indoIinone 


10731 


D 


8 


3-[(pynmid-2 ( 4-dion-5-yl)methylidenyI}-5- — 
methylaminosulfonyl-2-lndolinone 


10731 


D 


9 


3-[(5-methoxyindoi-3-yl)methylidenyl]-5- 
methyiaminosulfonyl-2-indolinone 


10731 


D 


10 


3-( 1 -methyl-2-oxindol-3-idenyl)-5- 
methyIaminosulfonyl-2-indoIinone 


10731 


D 


11 


3-[2-[2-(nitrophenyl)furan-5-yl]methylidenyJ]-5- 
methylaminosulfonyl-2-indolinone 


10731 


E 

I 


2 


3-[(9-ethylcarbazol-3-yl)nnethylidenyi]-5-[4- 
(trifluoromethyl)phenylamjnosulfonyl]-2-indoiinone 
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1 U / o I 


c 


o 


J-Uby-dimethyl-l^-denzopyron-S-yOmethylidenyl]- 
5-[4-(trifluoromethyl)phenylaminosulfonyi]-2- 
indolinone 


1 U / O 1 _ 


c 


4 


3-[[4-(propen-2-yl)cyclohexen-1-yl]methylidenyi]-5- 
[4-(trifluoromethyl)phenylaminosuifonyl]-2- 
indolinone 


1 077 1 
I U/ Ol 


C 


c 
D 


3-[{6-isopropyl-1,4-ben2opyron-3-yf)methylidenyl]- 
5-[4-(trifluoromethyl)phenylaminosulfonyi]-2- 
indolinone 


J U / Ol 


t 


Q 


3-((6-methyl-1,4-benzopyron-3-yi)methylidenyl]-5- 
[4-(trifluoromethy!)phenylaminosulfonyl]-2- 
indoiinone 


lu/ ol 


b 


7 


3-[(6-nitro-1,4-ben2opyron-3-yl)methylidenylJ-5-[4- 
(trifluoromethyl)phenylaminosuJfonyI]-2-indolinone 


lu/o I 


c 


Q 

o 


3-{(pynrnid-2,4-dion-5-yl)methyiidenyi]-5-[4- 
(tnfluoromethyl)phenyiaminosuifonylj-2-indol]none 


TU/J I 


b 




3-[(5-methoxyindoi-3-yi)methylidenyi]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


lU/ol 


t 


1 0 


3-( 1 -methy l-2H3xindol-3-ideny l)-5-[4- 
{trifiuoromethyl)phenyiaminosulfonyf]-2-indoiinone 


in/ J I 


p 


■i 1 


3-l2-[2-(nitropnenyl)njran-5*yl]methylidenyl]-5-[4- 
(triftuoromethyi)phenylaminosuifonyl]-2-indolinone 


1 07^1 
lU/O I 


p 

r 


z 


o-i(y-etnyicarDa20l-3-yi)metnylidenyl]-5-(morphohn- 
1-yl)sulfonyl-2-indolinone 


1 H77 1 
I U f Ol 


c 

r 


o 


3-((o,7-dimetnyl-1 ,4-benzopyron-3-y[)methylidenyl]- 
5-(morpholin-1-yl)sulfonyl-2-indoiinone 


i Uf Ol 


r 


4 


3-([4-(propen-2-yl)cyclohexen-1-yl]methylidenyl]-5- 
(morpholin-1-yl)sulfonyl-2-indoiinone 


lU/Oi 


r— 

r 


5 


3-((6Hsopropyl-1,4-benzopyron-3-yl)methylidenyl]- 
5-(morpholin-1-yl)sulfonyi-2-indolinone 


10731 


i 




<j-[\o -meinyi- 1 ,4-uenzopyron-o-yi;meinyfiuenyij-o- 
(morpholin-1-yl)sulfonyi-2-indoiinone 


10731 


F 


7 


3-[(6-nitro-1,4-benzopyron-3-yi)methyiidenylJ-5- 
(morphoIin-1-yl)sulfonyl-2-indolinone 


10731 


F 


8 


3-[(pyrimid-2,4-dion>5-yi)methylidenyl]-5- 
(morpholin-1-yl)sulfonyl-2-indolinone 
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10731 


F 


9 


3-I(5-rnethoxyindoi*3-yl)rnethylidenyl]-5-(rnorpholin- 
1 -y l)sulfony l-2-indolinone 


10731 _ 


F 


10 


3-(1-methvl-2-oxindo!-3-idenvJV5-fmorohnlm-i- 
y!)sulfony!-2-indoiinone 


10731 


F * 


11 


3-f2-f2-(nitroDhenvnfuran-5-vllmethvJidenvl1-S- 
(morpholin-1-yl)sulfonyl-2-indolinone 


10731 


G 


2 


3-[(9-ethylcarbazol-3-yl)methylidenyl]-5-(2- 
chloroethy()-2-indoiinone 


10731 


G 


3 


3-[(6,7-dimethvl-1 4-benzoDvron-3-vnmethvlidpnv!l- 
5-(2-chloroethyl)-2-indoJinone 


10731 


G 


4 


3-[[4-(propen-2-vJ)cvclohexen-1-vllmethvlidenvil-^- 
(2-chloroethyI)-2-indolinone 


10731 


G 


5 


3-f(6-isoDroovl-1 4-ben2QDvron-3-vnmethvliripn\yii- 
5-(2-chioroethyl)-2-indolinone 


10731 


G 


6 


3-[(6-methyl-1 ,4-benzopyron-3-yl)methylidenyl]-5- 
(2-chloroethyl)-2-indoiinone 


10731 


G 


7 


3-[(6-nitro-1 ,4-benzopyron-3-yl)methylidenyl]-5-(2- 
chiofoethyl)-2-indolinone 


10731 ■ 


G 


8 


3-[(pyrimid-2,4-dion-5-yl)methylider!yl]-5-(2- 
chloroethyl)-2-indoiinone 


10731 


G 


9 


3-[(5-rnethoxyindol-3-yl)rnethylidenyl]-5-(2- 
chloroethyl)-2-indoiinone 


10731 


G 


10 


3-{ 1 -methvl-2-oxindol-3-idenvh-5-f2-chlaroethvn-?- 

y ■ » i « w w»? i \^ <\ « ■ # w w I w iw w 1 t w 1 1 v 1 ^ will \J 1 w uU 1 jr f J 4*. 

indolinone 


10731 


G 


11 


3-r2-[2-(nitroDhenvnfuran-5-vllmethvlidenvl]-5-^2- 
chJoroethyl)-2-indoiinone 


10732 


A 


2 


3-(2-(thien"2-yl)-2-(trifluoromethyl)ethylidenylj-5,7- 
dibromo-2-tndolinone 


10732 


A 


3 


3-(3,5-diisopropyl-4-methoxybenzy!idenyl)-5,7- 
dibromo-2Hndo!inone 


10732 


A 


4 


3-(3 t 5-diisopropyl-4-phenoxybenzylideny})-5,7- 
dlbromo-2-indolinone 
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10732 


A 


5 


3-(3-t-butyl-4-methoxybenzylidenyl)-5,7-dibromo-2- 
indolinone 


10732 _ 


A 


6 


3-(4-benzyloxy-3-t-butylbenzyiidenyl)-5,7Hdibromo- 
2-indolinone 


10732 


A 


7 


3-(3-bromo-5-t-butyl-4-methoxybenzylidenyl)-5 ( 7- 
dibromo-2-indolinone 


10732 


A 


8 


3-(4-benzylaxy-3-bromo-5-t-butylbenzyiidenyi)-5J- 
dibromo-2-indoiinone 


10732 


A 


9 


3-(3-t-butyl-5-chloro-4-methoxybenzylidenyt)-5,7- 
dibromo-2-indoiinone 


10732 


A 


10 


3-{4-benzyloxy-5-t-butyl-3-chlorobenzylidenyl)-5J- 
dibromo-2-indolinone 


10732 


A 


11 


3-{3-t-butyl-5-iodo-4-methoxybenzylidenyl)-5,7- 
dibromo-2-indolinone 


10732 


B 


2 


3-[2-(thien-2-yl)-2-(trifluoromethyi)ethyiidenyi]-5- 
iodo-2-indolinone 


10732 


B 


3 


3-(3,5-diisopropyi-4-methoxybenzy!idenyl)-5-iodo-2- 
indolinone 


10732 


B 


4 


3-(3,5-diisopropyi-4-phenoxybenzyiidenyl)-5-iodo-2- 
indolinone 


10732 


B 


5 


3-(3-t-butyl-4-methoxybenzylidenyl)-5-iodo-2- 
indolinone 


10732 


B 


6 


3-(4-benzyloxy-3-t~butyibenzylidenyi)-5-iodo-2- 
indoiinone 


10732 


B 


7 


3-(3-bromo-5-t-butyl-4-methoxybenzylidenyl)-5- 
iodo-2-indolinone 


10732 


B 


8 


3-(4-benzyloxy-3-bromo-5-t-butylbenzylidenyl)-5- 
iodo-2-indolinone 


10732 


B 


9 


3-(3-t-butyl-5-chioro-^-methoxybenzylidenyl)-5- 
iodo-2-indalinone 


10732 


B 


10 


3-(4-benzyioxy-5-t-butyl-3-chiorobenzylidenyi)-5- 
iodo-2-indohnone 
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10732 


B 


11 


3-(3-t-butyl-5-iodo-4-methoxybenzyhdenyi)-5-iodo- 
2-indoiinone 


10732 _ 


C 


2 


3-[2-{thien-2-yi)-2«(tnfluoromethyl)ethylidenyi)-5- 
bromo-4-methyl-2-indoIinone 


10732 


C 


3 


3-(3,5-diisopropyj-4-methoxybenzy!jdenyl)-5- 
bromo-4-methyl-2-indoJinone 


10732 


C 


4 


3-(3 ( 5-diisopropyl-4-phenoxyben2ylrdenyl)-5- 
bromo-4-methy l-2-indol inone 


10732 


C 


5 


3-(3-t-butyl-4-methoxybenzyiidenyl)-5-bromo^- 
methyl-2-indolinone 


10732 


C 


6 


3-(4-benzyloxy-3-t-buty!benzyjidenyl)-5-bromo-4- 
methyi-2-indolinone 


10732 


C 


7 


3-(3-bromo-5-t-butyl-4-metnoxybenzyJidenyl)-5- 
bromo-4-methyl-2-indolinone 


10732 


C 


8 


3-(4-benzyloxy-3-bromo-5-t-butylbenzyfidenyj)-5- 
bromo-4-methy!-2-indolinone 


10732 


C 


9 


3-{3-t-butyl-5-chloro-4-methoxybenzylidenyl)-5- 
bromo-4-methyf-2-indolinone 


10732 


C 


10 


3-(4-benzyloxy-5't-butyl-3-chiorobenzylidenyl)-5- 
bromo-4-methyl-2-indo!inone 


10732 


C 


11 


3-(3-t-butyi-5-iodo-4-methoxybenzyfidenyl)-5- 
bromo-4-methyl-2*indolinone 


10732 


D 


2 


3-[2-(thien-2-yl)-2-(tnfiuoromethyi)ethylidenyl]-5- 
methylaminosulfonyl-2-indolinone 


10732 


D 


3 


3-(3,5-diisopropyl-4-methoxybenzylidenyl)-5- 
methylaminosulfonyJ-2-indolinone 


10732 


D 


4 


3-(3,5<fiisopropyM-phenoxybenzylidenyl)-5- 
methylaminosulfonyl-2-indolinone 


10732 


D 


5 


3-{3-t-butyl-4-methoxybenzylidenyl)-5- 
methylaminosuifonyl-2-indolinone 


10732 


D 


6 


3-(4-benzyloxy-3-t-butylbenzylidenyl)-5- 
methylaminosuifonyl-2-indoiinone 
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10732 


D 


7 


■<j uj i ivj-o-i-L/uiy \-H-i i icii luxy uenzy iiueny i 
methylaminosulfonyl-2-lndoiinone 


10732 _ 


D 


8 


%j uci i^yjUAy-o-uiuriiu-c>-L*uuiyiucnz.yiiasnyij-D- 
methylaminosuifonyl-2-indolinone 


10732 


o 


q 


o-^o-i-uuuy i-^-<^i iiuro^-rneinoxy uenzy iiusnyi 
methylammosulfonyl-2-indolinone 


10732 


D 


10 


o \«+"uci i^y iUAy-j-i-uuiyi w o~v*ruui uuenzyiiusny i 
methy!aminosulfonyl-2-indoiinone 


10732 


D 


1 1 


^-f^-.t-hr ih/L c l»inrln^l-m0t'hnY\jhDn7\/hHanul\ c; 
O \«-/"*L~ULiiy |-^>~IVJU VJ-*+"-| 1 ICU lUAy Uof ixy liUc?nyi }~O m 

methylaminosulfonyl-2-indolinone 


10732 


E 


2 


3-f2-^thipn-9-\>h-9-i'thfli inrnmpth\/l\p»thv/lifip>n\/ll ^ T/i 
w \iiiidi ^.-yiy ^. ^ li iiiuui ui i icu lyjjdiiyjiuei iyij-Q-[ i t- 

(trif]uoromethyl)phenylaminosulfonyl]-2-indoiinone 


10732 


E 


3 


0 ^<j, vJ'vjtt^ufji uLjy i-*t-i 1 icii lUAyuci iz.y uucny 1 y-o-[*t- 

(trifluoromethyi)phenylaminosuJfonyl}-2-jndolinone 


10732 


E 


4 


"5 i icnnrn no - l-^l-nbpnn w/hpn^vfiiH^n v ^ l-^-T^l- 
\ '-'f uj io w pi vj py f~*+ jjj j ci ivj.Ay uci n»y jiuci 1 y j j 0 L 

(trifluoromethyl)phenyiaminosulfonyI]-2-indoiinone 


10732 


E 


5 


3-f3-t-butvl-4-methoxvben2vlidenvl i-5-r4- 
(trifluoromethyl)pheny!aminosulfonyl]-2-indolinone 


10732 


E 


6 


3-^-benzvloxv-3-t-butvlbenzvlidenvh-5-f4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10732 


E 


7 


3-f 3-brnmo-S-t-buM^-mpthowbenzvlidpnvh- £: >-i 4- 
{trifluoromethyl)phenytaminosulfonyl]-2-indolinone 


10732 


E 


8 


3-t / 4-benzviQxv-3-bromo-5-t-biJtvlben2vliden\/n-5-f4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indo)inone 


10732 


E 


9 


3-/ , 3-t-hLih/US-chinrn-4-mpthoxv be nzvlidenv !1-^-f4- 
(trifiuoromethyl)phenylaminosulfonyl]'2-indoltnone 


10732 


E 


10 


3-(4-benzyioxy-5-t-butyi-3-chtorobenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosuifonyl]-2-indoiinone 


10732 


E 


11 


3-(3-t-butyl-5-iodo-4-memoxybenzylidenyi}-5-(4- 
(trifiuoromethyl)pheny!aminosulfonyl]-2-indo!inone 


10732 


F 


2 


3-[2-(thien-2-yl)-2-(trifluoromethyl)ethylidenyl]-5- 
(morpholin-1-yl)sulfonyi-2-indolinone 
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10732 


F 


3 


3-(3,5-diisopropyl-4-methoxybenzylidenyl)-5- 
(morpholin-1-yj)sulfonyi-2Hndolinone 


10732 


F 


4 


3-(3 t 5-diisopropyM-phenoxybenzyiidenyl)-5- 
(morphoiin-1-yl)suIfonyi-2-indalinone 


10732 


F 


5 


3-{3-t-butyi-4-methoxyben2y|jdenyi)-5-{morphoJin-1- 
yl)sulfonyl-2-indolinone 


10732 


F 


6 


3-(4-benzyJoxy-3-t-butyibenzylidenyl)-5-(morpholm- 
1-yl)sulfonyl-2-indoiinone 


10732 


F 


7 


3-(3-bromo-5-t-butyl-4-methoxybenzyiideny()-5- 
(marpholin-1-yl)suifonyl-2-indolinone 


10732 


F 


8 


3-(4-benzyloxy-3-bromo-54-butyibenzylidenyl)-5- 
(morpholin-1 -y l)sulfonyl-2-indolinone 


10732 


F 


9 


3-(34-buty(-5-chloro-4-methoxybenzyhdenyl)-5- 
{morpholin-1-yl)sulfonyi-2-indolinone 


10732 


F 


10 


3-(4-benzyloxy-5-t-butyt-3-chloro-benzylidenyj)-5- 
(morpholin-1 -yl)sulfonyl-2-indoiinone 


10732 


F 


11 


3-(3-t-butyl-5-iodo-4-methoxybenzylidenyI)-5- 
(morphoiin-1 -yt)sulfony l-2-indolinone . 


10732 


G 


2 


3-[2-(thien-2-yl)-2-(trifluoromethyl)ethy!idenyl]-5-(2- 
chJoraethyl)-2-indolinone 


10732 


G 


3 


3-(3,5-diisopropyi-4-methoxybenzylidenyl]-5-(2- 
chloroethyi)-2-indolinone 


10732 


G 


4 


3-(3,5-diisopropyi-4-phenoxybenzylidenyl]-5-{2- 
chioroethyI)-2-indolinone 


10732 


G 


5 


3-(3-t-butyl-4-methoxybenzylideny[)-5-(2- 
chloroethyl)-2-indoiinone 


10732 


G 


6 


3-(4-benzyloxy-3-t-butylbenzylidenyl)-5-(2- 
cniuroeinyi;-/i-jnaoiinone 


10732 


G 


7 


3-{3-bromo-5-t-butyl-4-methoxybenzylidenyJ)-5-(2- 
chloroethyl)-2-indoiinone 


10732 


G 


8 


3-(4-benzyioxy-3-bromo-54-butylbenzyiidenyl)-5-(2- 
chioroethyl)-2-indolinone 
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10732 


G 


9 


3-(3-t-butyl-5-chloro-4-methoxybenzylideny!)-5-(2- 
chloroethyl)-2-indolinone 


10732 _ 


G 


10 


3-(4-benzyioxy-5-t-butyi-3-chlorobenzyl}denyl)-5-(2- 
chloroethyl)-2-indolinone 


10732 


G 


11 


3-(3-t-butyi-5-iodo-4-methoxybenzylidenyl)-5-(2- 
chloroethyl)-2-indolinone 


10733 


A 


2 


3-(4-benzyIoxy-3-t-butyl-5-iodobenzyiidenyl)-5,7- 
dibromo-2-indoJinone 


10733 


A 


3 


3-(3-t-butyl-4-methoxy-5-nitrobenzylidenyl)-5,7- 
dibromo-2-indoiinone 


10733 


A 


4 


3-(3,5-di-t-butyl-4-methoxybenzyiidenyl)-5,7- 
dibromo-2-indoiinone 


10733 


A 


5 


3-(4-benzyloxy-3,5-di-t-butylbenzyiidenyl)-5,7- 
dibromo-2-indolinone 


10733 


A 


6 


3-(3,5-dimethyi-4-methoxyDenzylidenyi)-5,7- 
dibromo-2-indoiinone 


10733 


A 


7 


3-(4-benzyioxy-3,5-dimethylbenzylidenyl)-5,7- 
dibromo-2-indolinone 


10733- 


A 


8 


3-(5-bromo-2-hydroxy-3-methoxybenzyiidenyl)-5,7- 
dibromo-2-indolinone 


10733 


A 


9 


3-(5-bromO"2-hydroxybenzylidenyl)-5 ( 7-dibromo-2- 
indolinone 


10733 


A 


10 


3-(2-hydroxy-5-nitrobenzylidenyl)-5,7-dibromO'2- 
indolinone 


10733 


A 


11 


3-(4-hydroxy-3-methoxy-2-nitrobenzylidenyl)«5,7- 
dibromo-2-indolinone 


10733 


B 


2 


3-(4-benzylaxy-3-t-butyl-5-iodobenzylidenyl)-5-iodo- 
2-indolinone 


10733 


B 


3 


3-(3-t-butyM-methoxy-5-nitrobenzylidenyl)-5-iodo- 
2-indolinone 


10733 


B 


4 


3-{3,5-di-t-butyl-4-methoxybenzylidenyi)-5-iodo-2- 
indolinone 
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10733 


B 


5 


S^-benzyioxy-a.SHji-t-butylbenzylidenyjJ-S-iodo^- 
indolinone 


10733 


B 


6 


3-(3,5-dimethyl^-methoxybenzyJidenyl)-5-iodo-2- 
indolinone 


10733 


B 


7 


3-(4-benzyloxy-3,5-dimethylbenzyiidenyl)-5-iodo-2- 
indolinone 


10733 


B 


8 


3-(5-bromo-2-hydroxy-3-methoxybenzytidenyl)-5- 
iodo-2-indolinone 


10733 


B 


9 


3-(5-bromo-2-hydroxybenzylideny()-5-iodo-2- 
indolinone 


10733 


B 


10 


3-(2-hydroxy-5-nitrobenzylidenyl)-5-iodo-2- 
indolinone 


10733 


B 


11 


3-(4-hydroxy-3-methoxy-2-nitrobenzyiidenyl)-5- 
iodo-2-indolinone 


10733 


C 


2 


3-(4-benzyloxy-3-t-butyi-5-iodobenzyiidenyl)-5- 
bromo-4-methyl-2-indolinone 


10733 


C 


3 


3-(3-t-butyl-4-methoxy-5-nitrobenzyNdenyl)-5- 
bromo-4-methyl-2-indolinone 


10733 


c 


4 


3-{3,5-di-t-butyl-4-methoxybenzylidenyl)-5-bromo-4- 
methyl-2-indolinone 


10733 


c 


5 


3-{4-benzyloxy-3,5-di-t-butylbenzyiidenyl)-5-bronno- 
4-methyl-2-indoiinone 


10733 


c 


6 


3-(3,5-dimethyl-4-methoxybenzylidenyl)-5-bromo-4- 
methyl-2-indolinone 


10733 


c 


7 


S^-benzyioxy-S.S-dimethylbenzylidenyO-S-bromo- 
4-methyl-2-indoIinone 


10733 


c 


8 


3-(5-bromo-2-hydroxy-3-methoxybenzylidenyl)-5- 
bromo^4~methyl-2-indoiinone 


10733 


c 


9 


3-(5-bromo-2-hydroxybenzylidenyl)-5-bromo-4- 
methyl-2-indolinone 


10733 


c 


10 


3-(2-hydroxy-5-nitrobenzylidenyl)-5-bromo-4- 
methyl-2-indoiinone 
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I 10733 


c 


11 


3-f4-hvrirnYV-'^-niPthnvv-2-nifrnhon - 7\/iiHartw i\ c 
•j \~r i iy uj uAy*j-i i jcu lUAy t i it if uucri^Lyjiusny I 

bromo-4-methyI-2-indolinone 


10733 _ 


D 


2 


o \H'umi^y iuxy-o-L-Duiyi-o-iouODen2yjiu6nyi)-5- 
methylaminosulfonyl-2-indoiinone 


10733 


D 


3 


•j V° 1 -uuiy -rneinoxy-D-njiroDeri2ylidenyi)-5- 
methylaminosuifonyl-2-indolinone 


10733 


D 


4 


3-f3 fiwii-t-hi iK/1-A..mpt'h nv\/ Hon -r\tli/~ic± n\tt\ c 
^ , i i-uuiy i-*t»n ldi luxy utsi izy UQGny J )~£>- 

methylaminosulfonyl-2-indohnone 


10733 


D 


5 


o ^-ueriiyioxy-o.oKii-i-DutyiDenzyiicienylJ-o- 
methylaminosulfonyl-2-indoiinone 


10733 


D 


6 


«j vj-vjh i icii j y »-*+-( i iciriuAy ueniyiiusny 1 )-o- 
methylaminosulfonyl-2-indolinone 


10733 


D 


7 


3-f4-bsnzvloxv-3 S-ciimpthvlhpnTviirtonvn *>. 
methylaminosulfonyl-2-indolinone 


10733 


D 


8 


S-fS-brorno-Z-hvdrQxv-S-methoxvbenTvhripnvJU^- 

^ V wiwinw *— I >J w 1 1 1 IWll IwAY UCI I^V IIUCI IV 1 / w 

methylaminosuifonyl-2-indoiinone 


10733 


D 


9 


3-{5-bromo-2-hvdroxvbenzvlidenvh-5- 
methylaminosulfonyl-2-indolinone 


10733 


D 


10 


3-(2-hvdroxv-5-nitrobenzviidenvlV5- 
methyIaminosulfonyI-2-indolinone 


10733 


D 


11 


3-(4-hydroxy-3-methoxy-2-nitrobenzyiidenyI)-5- 
methylaminosulfonyl-2-indolinone 


10733 


E 


2 


3-(4-benzvioxv-3-t-butvl»5-iodobGnzvliden\;n-^-r4- 
(trifJuoromethyl)phenylaminosulfonyl]-2-indolinone 


10733 


E 


3 


3-(3-t-butvl^-mPthnw-S-nitmhpn7vlidpn\/h-^.rd- 
w \ w w wuiy i^t iiicuiLJAy *j i iiu uuci iz.y unci i y i^* J 

(trifluoromethyl)phenylaminosuifonyl]-2-indolinone 


10733 


E 


4 


3-(3,5-di-t-butyl-4-methoxybenzylidenyi)-5-[4- 
(trifluoromethyl)phenylaminosuifony!]-2-indoiinone 


10733 


E 


5 


3-(4.benzyloxy-3,5-di-t-butylbenzyiidenyi)-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10733 


E 


6 


3-(3,5-dimethyl-4-methoxybenzylidenyi)-5-(4- 
(trifluoromethyl)phenylaminosuifonyl]-2-indolinone 
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10733 


£ 


7 


3-(4-ben2yioxy-3 t 5-dimethyibenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosu]fonyl]-2-indolinone 


10733 _ 


E 


8 


3-(5-bromo-2-hydroxy-3-methoxybenzyiidenyi)-5-[4- 
(trifluoromethyl)pheny!aminosuJfonyl]-2-indoJinone 


10733 


E 


9 


3-(5-bromo-2-hydroxyben2yhdenyi)-5-[4- 
(trifluoromethy!)phenylaminosulfony(]-2-indolinone 


10733 


E 


10 


3-(2-hydroxy-5-nitrobenzy)idenyl)-5-{4- 
(trifluoromethyl)phenylaminosutfonyJ]-2-indoiinone 


10733 


E 


11 


3-(4-hydroxy-3-methoxy-2-nitrobenzylidenyl)-5-{4- 
(trifluoromethyl)phenylaminosu!fonyIJ-2-indoIinone 


10733 


F 


2 


3-(4-benzyioxy-3-t-butyi-5-iodobenzy!idenyl)-5- 
(morpholin-1-yl)suifonyi-2-indolinone 


10733 


F 


3 


3-(3-t-butyW-methoxy-5-nUrobenzyiidenyl)-5- 
(morpholin-1-yf)sulfonyl-2-indotinone 


10733 


F 


4 


3-{3,5-di-t-butyl-4-methoxybenzylidenyJ)-5- 
(morpholjn-1-yl)sulfonyl-2-indoiinone 


10733 


F 


5 


3-(4-benzyloxy'3,5-di-t-butylbenzylidenyl)-5- 
(morpholin-1-yi)sulfonyl-2-indolinone 


10733 


F 


6 


^-(S^-dimethyM-methoxybenzylidenylJ-S- 
(morpholin-1-yl)sulfony{-2-indolinone 


10733 


F 


7 


3-(4-benzyloxy-3,5Hjimethylbenzylidenyl)-5- 
(morpholin-1-yl)suifonyi-2-indolinone 


10733 


F 


8 


3-(5-bromo-2-hydroxy-3-methoxybenzyhdenyl)-5- 
(morpholin-1-yl)sulfonyl-2-indolinone 


10733 


F 


9 


3-(5-bromo-2-hydroxybenzylidenyi)-5-(morpholin-1- 
yl)sulfonyi-2-indolinone 


10733 


F 


10 


3-(2-hydroxy-5-nitrobenzylidenyl)-5-(morpholin-1- 
yl)sulfonyi-2-indolinone 


10733 


F 


11 


3-{4-hydroxy-3-methoxy-2-nitrobenzylideny[)-5- 
(morpholin-1-yl)sulfonyl-2-indoiinone 


10733 


G 


2 


3-(4-benzyloxy-3-t-butyl-5-iodobenzylidenyl)-5-(2- 
chloroethyi)-2-indolinone 
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ri 
\j 


*3 

o 


3-(3-t-butyl^4-methoxy-5-nitrobenzyliaenyl)-5-(2- 
chloroethyl)-2-indolinone 


10733 




4 


o-\o,o^i-i-uuiy!^-rneinoxy Denzyiiuen 
chloroethyj)-2-indoiinone ■ 






c. 

w3 


3-(4-benzyloxy-3,5-di-t-butylbenzyiidenyl)-5-(2- 
chloroethyl)-2-indolinone 


10733 


G 


6 


1-71 S _W i moth \/ l_i4_mothn v"\ /H£an"7\/liHar>\/i\ / O 

chloroethyl)-2-indoIinone 


10733 


G 


7 


j*\t»uci iz.y iuAy-o f uKJirneiriyiDenzy iiaenyi^-o-^- 
chloroethyl)-2-indolinone 


10733 


G 


8 


1-^ S-hromrv-^-hv/rim w.^-mofhowhon7w lin&nwh 

{2-chloroethyl)-2-indolinone 


10733 


G 


g 


o-\w3-u[uiiiu-z-i lyur uxy ueniy nueny i /-o^z- 
chioroethyi)-2-indolinane 


10733 




10 


iy ui uAy-u-f Hiruuenzy iju eny» j-3-^z-cniurueinyiy- 
2-indolinone 


10733 


G 


1 1 


wi \"t i iy ui uAy -o-i i icuiuAy 1 1 Li uuci t£.y unci iy t 

chloroethyl)-2 -indoiinone 


10734 


A 


2 


«j*\*j*tsu juAy "Z*! lyui uxy ucnz.y nuci iyi/~3, / -uJu^u^^Q-z■■■ 
indoiinone 


10714 


A 


1 


o-^o, o-uiuniuj u ~i lyuruxy uciiz.yHuei iy o, / 
dibromo-2-indolinone 


10714 






o*^u*onior u-z-i lyuruxy uenzyuueny 1^-3, / ~uiurornu-z- 
indolinone 




A 
M 


c 


o-^-aieinyiaiTiino-z-nyuroxyucnzyiiaeny i;-o, / - 
dibromo-2-indolinone 


10734 


A 


6 


3-f4-nitrobenzvlidenvh-5 7-dibromo-2-indolinone 


10734 


A . 


7 


S^S.S-dibromo^-hydroxyberizylidenyO-SJ- 
dibromo-2-indolinone 


10734 


A 


8 


3-(3-fluoro-2-hydroxybenzylidenyl)-5,7-dibromo-2- 
indoiinone 
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10734 


A 


9 


3-(3-bromo^-hydroxybenzyiidenyi}-5 ^Hjibromo-2- 
indolinone 


10734 


A 


10 


3-(4-t-butylbenzylidenyl)-5J-di0romo-2-indolinonT" 


10734 


A 


11 


3-[(2-bromothien-5-yl)fnethylidenyl]-5,7-dibromo-2- 
indolinone 


10734 


B 


2 


3-(3-ethoxy-2-hydroxybenzylidenyl)-5-iodo-2- 
indolinone 


10734 


B 


3 


3-(3 l 5-dichloro-2-hydroxybenzyiidenyl)-5HOdo-2- 
indolinone 


10734 


B 


4 


3-(5-chloro-2-hydroxybenzyliaenyi)-5-iodo-2- 
indolinone 


10734 


B 


5 


3-<4-diethylammo-2 -hydroxy benzylidenyl)-5-»odo-2- 
indolinone 


10734 


B 


6 


3-(4-nitrobenzylidenyl)-5-iodo-2-indolinone 


10734 


B 


7 


3-(3 t 5-dibromo-2-hydroxybenzyiidenyi)-5*iodo-2- 
indolinone 


10734 


B 


8 


3-(3-fluoro-2-hydroxybenzyiidenyl)-5-iodo-2- 
rndoiinone 


10734 


B 


9 


3-(3-bromo-4-hydroxybenzyiidenyl)-5-iodo-2- 
indoiinone 


10734 


B 


10 


3-{4-t-butylbenzylidenyi)-5-iodo-2-indolinone 


10734 


B 


11 


3-[{2-bromothien-5-yl)methyiidenyl}-5-iodo-2- 
indolinone 


10734 


C 


2 


3-(3-ethoxy-2-hydroxybenzylidenyl)-5-bromo-4- 
methyl-2-indolinone 


10734 


C 


3 


3-(3 t 5-dichloro-2-hydroxybenzylidenyl)-5-bromo-4- 
methyI-2-indolinone 


10734 


C 


4 


3-(5-chJoro-2-hydroxybenzylidenyl)-5-bromo-4- 
methyl-2-indolinone 
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10734 


p 




o-^-uieu iy larTuno-z-iiyuroAyDenzy iiocny ^J-o*D^o^^o- 
4-methyl-2-indolinone 


1 0714 


p 


0 


3-(4-nitrobenzylidenyl)-5-bromo-4-methyl-2- 
indoiinone 




p 


7 


j-\o,D-aiDrorno-z-nyuroxyD6nzy uoenyi j-j-cromo-4- 
methyl-2-indolinone 


10734 


p 


3 


1-/ 1~fli lOrf^-^-HvyHro w/ hori7\/l iHam/ 1 ^ R Kror^-i/-> /i 
0"*\o~iiuu» u-^-i lyui u*y ucii^yuucny I j-j"DrOiiiO"4* 

methyl-2-indolinone 


10714 


p 


q 


o-^o-Drorrio-H'-nyaroxy uenzyiiaeny i)-o-oromo-4- 
methyl-2-tndolinone 


10734 




1 n 


o*\**-i-uLiiy lueniynueny i^-o-ororno^-rneiny i-^- 
indolinone 


10734 


p 

w 


1 1 


1 _ r f O .hrnmnt h itin-^-vl\mothw 1 iHonwIl-^-K rr\mr\—A 
o [^-ui uii lULi ncn-u-yijf uciuyiiucny ij-d-iji urno—H- 

methyi-2-indolinone 


10734 




2 


methylaminosulfonyI-2-indalinone 


10734 


Q 


3 


3-^1 S^if , hlf)ro-!?-hvrirn*vhpn7viidpn\/h-^-. 
w \ *<* , o^ii^i j iui \j i i y vj i UAy uci ' uuvi iy 1 1 w 

methylaminosulfonyl-2-indolinone 


10734 


o 


4 


1-/ ^-r*h lnrn-9 - h v H rnw hp* n 7 v 1 iri p n v n - ^ - 
iiui u *. iiy vji u^y uci )j— y nuci iy if \j 

methylamtnosuIfonyl-2-indolinone 


10734 






sj y *t~\j jcli lyioii in iU t. i lyvji uav uci i^yiiuv-i lyi j *j 

methylaminosuIfonyl-2-indoIinone 


10714 


n 




o-^*»-i ii li uuci i*.y uucny ij-v>~i iicu iy iai i ui jubuiiuny 
indoiinone 


10714 


n 


7 


1_/1 f^-.<H i hrnmn.O_h\/ri r/™\ w KonTw 1 i/H on\/ 1 ^ ^ 

0"^o,o-uiDrurnu-z-i iyui cjAy Dcniy uuenyiy-o- 
methylaminosulfonyl-2-indolinone 


10734 


D 


8 


3-f3-fiuoro-2-hvdroxvbenzv!idenvn-5- 
methylaminosulfonyl-2-indolinone 


10734 


D 


9 


3-(3-bromo-4-hydrox7ben2ylidenyl)-5- 
methylaminosulfonyl-2-indolinone 


10734 


D 


10 


3-(4-t-butylbenzyiidenyi)-5-methylaminosuifonyl-2- 
indoiinone 
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10734 


D 


11 


3-[(2-bromothJen-5-yl)methyiidenyl].5- 
methylaminosulfonyl-2-indolinone 


10734 _ 


E 


2 


3-(3-etnoxy-2-hydroxybenzyiidenyi)-5-[4- 
(trif]uoromethy!)phenyiaminosuifonyl]-2-indoiinone 


10734 


E 


3 


3-(3,5-dichloro-2-hydroxyben2ylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosujfonyl]-2-indolinone 


10734 


E 


4 


3-(5-chloro-2-hydroxybenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indoIinone 


10734 


E 


5 


3-(4-diethylammo-2-hydroxybenzylidenyl)-5-[4- 
(trifiuoromethyl)phenylaminosulfonyj]-2-indoiinone 


10734 


E 


6 


3-(4-nitrobenzyiidenyl)-5-[4- 
(trifluoromethyl)phenyiaminosulfonyl]-2-indoIinone 


10734 


E 


7 


3-(3,5-dibromo-2-hydroxybenzylidenyi)-5-[4- 
(trif)uoromethyl)phenylaminosuJfonyJ]-2Hndolinone 


10734 


E 


8 


3-(3-fluoro-2-hydroxybenzylidenyi)-5-[4- 
(trif]uoromethyl)phenyiaminosuifonyl]-2-indoljnone 


10734 


E 


9 


3-(3-bromo-4-hydroxybenzylidenyl)-5-[4- 
(trifiuoromethyl)phenyiaminosuifonyl]-2-indolinone 


10734 


E 


10 


3-(4-t-butylbenzylidenyl)-5-[4- 
{trifluoromethyl)phenyiaminosuJfonyl]-2H'ndolinone 


10734 


E 


11 


3-[(2-bromothien-5-yj)metnyiidenyiJ-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indoiinone 


10734 


F 


2 


3-(3-ethoxy-2-hydroxybenzylidenyl)-5-(morpholin-1- 
yl)sulfonyl-2-indofinone 


10734 


F 


3 


3-(3,5-dichIoro-2-hydroxybenzylidenyl)-5- 
(morpholin-1-yl)sulfonyl-2-indoiinone 


10734 


F 


4 


3-(5-chloro-2-hydroxybenzylidenyl)-5-(morpholin-1- 
yl)sulfonyl-2-indolinone 


10734 


F 


5 


3-(4-diethyJamino-2-hydroxyDenzylidenyJ)-5- 
(morpholin-1-y])sulfonyl-2-indolinone 


10734 


F 


6 


3-(4-nitrobenzylidenyl)-5-(morphoiin-1-yi)sulfonyl-2- 
indolinone 
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10734 


p 


7 


3-(3,5-dibromo-2-hydroxybenzylidenyl)-5- 
(morpholin-1-yl)sulfonyl-2-indo!inone 


10734 


p 


ft 


o-Vs3-Tiuoro-^-nyaroxyDenzyiidenyl)-3-(rnorpholin-l - 
yl)sulfonyl-2-indolinone 


10734 


F 


9 


v3-^-ui ui i lu-^t-riyuroAyueiizyHaeny i j-o-(morpnolio-1 - 
yi)sutfonyl-2-indoiinone 


10734 


F 


10 


o-\^-i-uuiyiuenzyiiaenyi;-o-^morpnoiin-i -yl)sulfonyl- 
2-indoiinone 


10734 


F 


1 1 




10734 


G 




^-w-einoxy*^-nyaroxyDen2yijaenyi)-5-(2- 
chloroethy))-2-indoiinone 


1 0734 


G 


"1 
«-> 


3-(3,5-dichioro-2-hydroxybenzylidenyl)-5-(2- 
chloroethyi)-2-indalinone 


10734 


G 


4 


o-^QH^niuro-^-nygroxyDenzyiiaenyi)-D-(2' 
chloroethyl)-2-indolinone 


10734 


G 


5 


o-^*+-uicii iy idiTiino"Z-nyaroxy Denzyiiuenyi)-a-(iC- 
chioroethyl)-2-indolinone 


10734 


G 


6 


i ii Li uuci izyiiQenyi^-o-^-cniorostny 
indoiinone 


10734 


G 


7 


o-^o,o^iurorTio-z-nyuroxyDenzyuaeny i )-D-{*t- 
chJoroethyl)-2-indolinone 


10734 


w 


« 
o 


0'^o-riuoro-z-nyoroxyDenzyiioenyi)-o-(2'' 
chloroethyl)-2-indolinone 


10734 


G 


9 


S-fS-bromo^-hvdraxvbenzviidenvh-S-f?- 
chioroethyl)-2-indolinone 


10734 


G 


10 


3-(4-t-butylbenzytidenyl)-5-(2-chloroetnyl)-2- 
indohnone 


10734 


G 


11 


3-[(2-bromothien-5-yl)methy!idenyl]-5-(2- 
chioroethyl)-2Hndolinone 
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Barcode/ 


Flk Kinase 


Biochem EGFR 


PDGF 


Met Kinase 


Plate Row- 






Kinase 




Plate Column 












%lnhibition 


%lnhibition 


%inhlbition 


% Inhibition 


10717/A02 


0.1 


24.3 




46.1 


10717/A03 


2.9 


1.0 




54.6 


10717/A04 


-4.5 


29.0 




37.4 


10717/A05 


-2.6 


16.6 




35.6 


10717/A06 


-10.8 


-7.8 




31.7 


10717/A07 


-6.4 


20.2 




29.2 


10717/A08 


-5.2 


39.1 




21.7 


10717/A09 


-3.9 


37.7 




9.4 


10717/A10 


-3.3 


8.1 




71.6 


10717/A11 


-5.8 


59.9 




64.8 


10717/B02 


5.0 


31.7 




87.5 


10717/B03 


-8.8 


7.3 




90.5 


10717/B04 


-18.3 


10.3 




70.0 


10717/B05 


1.0 


31.7 




87.4 


10717/B06 


5.4 


-30.8 




89.5 


10717/B07 


-18.3 


58.3 




90.0 


10717/B08 


-0.9 


60.5 




88.8 


10717/B09 


-40.7 


78.3 




88.8 


10717/B10 


-2.3 


16.1 




56.1 


10717/B11 


11.4 


82.7 




91.0 


10717/C02 


4.1 


-0.4 




29.7 


10717/C03 


-7.7 


18.0 




25.3 


10717/C04 


-0.8 


14.4 




25.0 


10717/C05 


-2.3 


13.1 




44.6 


10717/C06 


7.6 


-49.7 




44.1 


10717/C07 


1.6 


28.7 




16.5 


10717/C08 


7.0 


24.3 




27.3 


10717/C09 I 


• 77.1 


8.1 




47.7 


10717/C10 | 


-8.0 


17.5 




22.8 


10717/C11 ! 


4.6 


67.3 




71.8 | 


10717/D02 


5.1 


10.1 




28.6 


10717/D03 i 


1.1 


-1.4 




11.1 


10717/D04 i 


-2.1 


4.9 




21.0 


10717/D05 


-3.8 


-2.8 




23.8 


1 07 17/D06 


1.0 


-23.4 




33.8 


10717/D07 


-8.4 


-4.5 




16.8 


10717/D08 


6.8 


-7.8 




16.0 


10717/D09 


-55.0 


6.8 




29.1 


10717/D10 


-6.0 


3.5 




15.6 


10717/D11 


11.6 


59.1 




55.3 


10717/E02 


17.9 


17.2 




24.0 


10717/E03 


19.0 


11.7 




52.2 


10717/E04 


6.1 


-28.3 




29.4 


10717/E05 


13.2 


22.4 




39.1 


10717/E06 


7.5 


-26.1 




24.8 


10717/E07 


15.3 


-7.8 




41.0 


10717/E08 | 


13.2 


28.2 




51.7 


10717/E09 | 


-1.1 


-5.8 




19.2 


10717/E10 f 


4.7 


-6.1 




35.9 ; 


10717/E11 ; 


8.9 


44.9 




75.1 I 
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10717/F02 


2.2 


6.2 




30,4 


10717/F03 


0.5 


-4.7 




42.8 


10717/F04 


-0.1 


-15.7 




11.4 


10717/F05 


3.2 


-20.1 




21.5 


10717/F06 


8.9 


-22.8 




49.0 


10717/F07 


2.0 


-14.3 




37.6 


10717/F08 


»0.7 


-23.4 




64.0 


10717/F09 


-13.3 


1.8 




41.4 


10717/F10 


-4.4 


-26.4 




54.6 


10717/F1 1 


1.4 


91.2 




81.5 


10717/G02 


14.9 


32.3 




30.7 


10717/G03 


1.8 


18.8 




4.5 


10717/G04 


0.8 


6.0 




10.9 


1071 7/G05 


5.3 


-0.1 




4.7 


1Q717/G06 


4.3 


-3.4 




34.0 


10/17/G07 


-17.0 


13.1 




7.5 


1 U / 1 7/oQo 


a n 

1.9 


36.4 




10.9 


1 U / 1 7/G09 


-29.7 


24.9 




19.1 


10/1/ /G 1 □ 


A O 

4.8 


2.4 




30.9 


i U / 1 //o i i 


a a a 


—7 A ~J 

fl.f 




"7*5 O 

73.8 


lUi 1 o/AUZ 


o.U 


At A O 

M.J 




54.o 


H 07-1 Q/Ani 

1 U / lO/AUo 


7 C 
/ .O 


-O.I 




on "7 

92./ 


1 H71 Q/Af\A 

I U / 1 0/AU4 


C Q 

b.y 


Zf.o 




Q-1 7 


I U / 1 O/AUO 




-o.y 




3o.1 


I U / 1 o7 AUO 


7 O 

/.O 


19.4 




61 .3 


i H71 ft/Afi7 


lO.Z 


-1 U.o 




CO c 
OO.O 






O.O 




ft 

OO.O 


1 071 Q/AflQ 

i u / i o/Auy 


1 ft A 
-1 0.4 






£7 7 
O/. / 


1H7i ft/A-1 f\ 
IU / 1 OVA1 U 




41 .0 




77 O 

/ / .y 


1 H7i Q/A -1 -1 

IU / lo/AI 1 


~y 7 

2./ 


21.2 




CO Q 

oo.y 


i n7i o/Dfio 


7 n 

/.u. 


24.9 




oz.y 


1071o/d03 


1 .7 


-0.2 




77.9 


10718/B04 


1 1.8 


8.5 




63.9 


10718/B05 


1 1.5 


56.3 




76.0 


10718/B06 


16.5 


28.5 




78.4 


10718/B07 | 


17.7 


9.9 




53.7 


10718/B08 


5.4 


28.9 




63.4 


10718/B09 


-14.7 


-0.8 




coo 

52.9 


A OT A QyQ4 A 

10718/B10 


20.1 


13.7 




83.6 


10718/B1 1 


4.5 


30.3 




69.6 


10718/C02 


26.2 


-21.9 




29.6 


10718/C03 


-13.9 


41.3 




95.7 


10718/C04 


15.3 


14.8 




93.1 


1 U / lo/OUo 


20.5 


10.9 




a 7 
o. / 


10718/C06 


16.8 


5.6 




3.9 


10718/C07 


6.3 


-4.9 




29.6 


10718/C08 


19.6 


13.1 




22.7 


10718/C09 


5.3 


26.5 




38.2 


10718/C10 


-11.9 


-18.7 




4.4 ] 


10718/C11 


11.4 


-0.2 




10.1 


10718/D02 


13.3 


14.4 




32.0 


10718/D03 


1.1 


61.9 




92.9 


10718/D04 


6.4 


52.0 




92.9 


10718/D05 


11.5 


2.8 




10.6 
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10718/D06 


15.8 


I 20.0 




11.1 


10718/D07 


7.8 


i 5.6 




26.1 


10718/D08 


3.9 


3.0 




2.3 


10718/D09 


-9.1 


6.0 




9.9 


10718/D10 


15.0 


12.3 




55.3 


10718/D11 


13.3 


5.4 




11.3 


10718/E02 


19.7 


1.0 




46.3 


10718/E03 


10.0 


50.4 




95.3 


10718/E04 


15.1 


16.4 




87.7 


10718/E05 


16.1 


-3.1 




32.2 


10718/E06 


15.4 


2.0 




33.4 


10718/E07 


15.6 


13.9 




80.5 


10718/E08 


9.2 


9.3 




69.6 


10718/E09 


0.9 


17.0 




80.8 


10718/E10 


15.2 


-7.5 




60.8 


10718/E11 


12.1 


-15.2 




37.5 


10718/F02 


20.1 


17.8 




66.7 


10718/F03 


-0.2 


22.5 




87.9 


10718/F04 


9.4 


1.2 




78.1 


10718/F05 


19.5 


-4.9 




53.7 


10718/F06 


18.3 


-9.1 




42.5 


10718/F07 


16.5 


-6.3 




67.9 


10718/F08 


15.3 


-8.7 




28.4 


10718/F09 


-3.0 


-9.5 




52.7 


10718/F10 


17.9 


-12.0 




23.7 


10718/F11 


10.1 


-3.9 




31.3 


10718/G02 


-2.5 


49.2 




67.7 


10718/G03 


-4.7 


57.3 




77.9 


10718/G04 


1.8 


15.8 




78.1 


10718/G05 


3.7 


2.8 




60.3 


10718/G06 


9.8 


-18.7 




61.0 


10718/G07 


11.4 


-21.3 




52.0 


10718/G08 


6.1 


-8.3 




17.5 


10718/G09 


-12.8 


-15.4 




27.0 


10718/G10 


7.1 


-7.5 




10.8 i 


10718/G11 


15.6 


-4.9 




3.0 


10719/A02 


21.4 


43.0 




40.9 


10719/A03 


3.9 


67.7 




84.1 


10719/A04 


19.2 


43.7 




22.9 


10719/A05 


10.0 


23.1 




39.6 


10719/A06 


14.0 


18.2 




-7.0 


10719/A07 


21.3 


15.5 




68.1 


10719/A08 


11.9 


47.3 




75.5 


10719/A09 


12.3 


2.2 




47.0 


10719/A10 


10.9 


8.2 




13.4 


10719/A11 


7.4 


10.5 




34.9 


10719/B02 


11.5 


29.0 




47.0 


10719/B03 


14.2 


59.5 




85.8 


10719/B04 


24.9 


29.9 




38.4 


10719/B05 


17.7 


35.9 




33.6 


10719/B06 


21.3 


-0.5 




22.5 


10719/B07 


12.5 


23.7 




52.2 


10719/B08 


4.0 


42.3 




33.2 


10719/B09 


11.3 


-17.7 




23.5 
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10719/B10 


1.1 


-1.2 




53.4 


10719/B11 


11.2 


-23.9 




36.5 


10719/C02 


4.1 


10.2 




41.3 




15.3 


60.6 




69.1 


10719/C04 


59.9 


14.4 




14.7 


10719/C05 


25.6 


27.4 




35.5 


10719/C06 


47.7 


-14.3 




18.4 


10719/C07 


31.2 


14.4 




7.7 


10719/C08 


15.0 


-10.2 




57.5 


10719/C09 


23.5 


-0.1 




8.9 


10719/C10 


11.8 ! 


10.7 




7.9 


10719/C11 


9^ 1 


-25.7 




-5.1 


10719/D02 


9.7 I 


9.8 




27.5 


10719/D03 


4.8 I 


95.7 




93.2 


10719/D04 


27.8 


15.3 




28.9 


10719/D05 


16.3 


18.5 




71.8 


10719/D06 


25.8 


-12.2 




11.2 


10719/D07 


-123.5 


13.7 




41.5 


10719/D08 


8.2 


-12.2 




45.2 


10719/D09 


7~8 1 


-3.1 




13.0 


10719/D10 


8.3 


-11.8 




22.3 


10719/D11 


-8.7 


-11.1 




12.8 


10719/E02 


26.1 


40.0 




35.7 


10719/E03 


17.1 


73.0 




87.2 


10719/E04 


31.2 


-7.4 




3.1 


10719/E05 


21.5 


21.2 




39.0 


10719/E06 


17.1 


-42.0 




-4.5 


10719/E07 


26.7 


-18.4 




55.5 


10719/E08 


21.8 


36.8 




80.0 


10719/E09 


13.5 


-33.1 




36.1 


10719/E10 


17.6 


-32.4 




40.2 


10719/E11 


26.3 


-51.8 




28.5 


10719/F02 


28.6T 


14.8 




28.1 


10719/F03 


11.2 


-30.8 




89.5 


10719/F04 


26.6 


-6.0 




3.3 


10719/F05 


20.7 


35.0 


| 63.1 | 


10719/F06 


13.5 


-26.0 




-22.0 


10719/F07 


18.7 


20.1 




36.7 


10719/F08 


15.1 


90.9 




75.7 


10719/F09 


-6.5 


-17.7 




19.2 


10719/F10 


10.4 


-17.7 




30.8 


10719/F11 


11.6 


-66.3 




8.7 


10719/G02 


27.3 


-12.2 




-2.4 


10719/G03 


-25.8 


89.5 




87.6 


10719/G04 


11.5 


-4.7 




-8.2 


10719/G05 


18.0 


4.0 




15.9 


10719/G06 


23.2 


-45.7 




-18.1 


10719/G07 


20.1 


-8.1 




24.0 


10719/G08 


3.2 


65.4 




39.4 


10719/G09 


18.1 


-32.8 




1.3 


10719/G10 


9.7 


-27.6 




35.5 


10719/G11 


6.9 


-44.1 




24.0 


10720/A02 


4.7 


11.3 




45.2 


10720/A03 


17.7 


-5.3 




58.2 
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10720/A04 


! 12.3 


-1,8 




62.3 


10720/A05 


I 8.0 


-4.4 




43.4 


10720/A06 


I 5.6 


44.7 




63.6 


10720/A07 


! 6.6 


42.5 




57.2 


10720/A08 ; -2.2 


-23.2 




77.9 


10720/A09 I 8.1 


8.6 


I 75.4 


10720/A10 | -5.2 


-2.7 


68.4 


10720/A11 -0.6 


-23.2 


I 58.7 


10720/B02 | 6.5 


18.4 




38.8 


10720/B03 ! 6.4 


32.3 




53.3 


10720/B04 i 9.8 


50.5 




61.8 


10720/B05 11.6 


58.4 




51.8 


10720/B06 j 7.3 


21.2 




55.1 


10720/B07 12.0 


52.0 




61.5 


10720/B08 3.6 


-12.6 




27.7 


10720/B09 10.1 


37.6 




57.4 


10720/B10 j -5.5 


50.2 




45.2 


10720/B11 -20.3 


22.4 




42.1 


1 0720/C02 


j 18.0 


23.5 




63.6 


10720/C03 


f 15.1 


0.9 




50.3 


10720/C04 


15.3 


-13.1 




29.0 


10720/C05 


-36.1 


-15.3 




72.5 


10720/C06 


12.2 


-9.7 




36.7 


10720/C07 


20.7 


-25.4 




26.7 


10720/C08 


10.9 


-1.1 




65.6 


10720/C09 


12.1 


44.7 




47.5 


10720/C10 


-21.1 


2.0 




62.6 




52.5 


-21.9 




30.0 


10720/D02 


12.1 


11.1 




17.8 


10720/D03 


17.0 


0.9 




61.5 


10720/D04 


15.6 


-7.7 




23.6 


10720/D05 


4.8 


-24.1 




9.8 


10720/D06 


10.1 


-35.0 | 


31.8 


10720/D07 


11.8 


14.8 




36.2 


10720/D08 


3.3 


-13.3 




42.1 


10720/D09 


5.8 


2.4 




62.8 


10720/D10 


-6.6 


-10.2 




51.0 


10720/D11 


9.8 


-5.5 




23.9 


10720/E02 


5.7 


25.2 




18.0 


10720/E03 


34.3 


54.4 




54.9 


10720/E04 


18.4 


-2.7 




46.7 


10720/E05 


-13.8 


40.7 




55.4 


10720/E06 


25.5 


30.1 




33.1 


10720/E07 


18.8 


55.1 




30.3 


10720/E08 


2.5 


37.4 




55.1 


10720/E09 I 


11.5 


56.4 




43.4 


10720/E10 


-4.1 


49.1 




23.1 


10720/E11 


9.3 


-65.5 




-10.4 


10720/F02 


9.1 


-19.3 




17.8 


10720/F03 


10.6 


7.1 




44.1 


10720/F04 


10.6 


-11.7 




43.1 


10720/F05 


-3.6 


-14.2 




39.8 


10720/F06 


11.9 


-24.3 




21.9 


10720/F07 


4.6 


35.2 | 


64.6 
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10720/F08 


-4.1 


-39.6 




36.2 


10720/F09 


5.9 


6.4 




49.2 


10720/F10 


-2.6 


6.0 




42.8 


10720/F11 


5.0 


-61.1 




1.6 


10720/G02 


5.0 


-13.1 




20.1 


10720/G03 


2.6 


10.0 




42.1 i 


10720/G04 


2.4 


-34.1 




5.0 ! 


10720/G05 


-2.9 


27.0 


i 


37.0 


10720/G06 


-3.4 


-10.4 ! 


21.6 


10720/G07 


5.1 


-8.0 j 


12.9 ! 


10720/G08 


-17.9 


-9.5 




26.7 ! 


10720/G09 


2.1 


-19.7 




49.5 | 


10720/G10 


-36.6 


20.4 




55.9 i 


10720/G11 


-18.0 


-56.7 




36.2 


10721/A02 


10.6 


17.8 




41.1 


10721/A03 


11.4 


25.5 




56.2 | 


10721/A04 


6.5 


59.0 




85.0 | 


10721/A05 


12.5 


41.4 




52.9 i 


10721/A06 


6.4 


32.7 




81.3 . 


10721/A07 


-4.7 


35.2 




29.7 S 


10721/A08 


4.8 


24.0 




29.9 


10721/A09 


10.9 


28.0 




23.0 


10721/A10 


5.2 


31.1 




68.9 


10721/A11 


4.8 


24.6 




23.9 


10721/B02 


19.5 


58.6 




82.6 


10721/B03 


19.9 


38.9 




70.8 


10721/B04 


13.8 


79.3 




93.1 


10721/B05 


45.9 


76.8 




70.8 


10721/B06 


3.4 


71.5 




92.4 


10721/B07 


11.2 


47.6 




47.1 


10721/B08 


18.5 


64.0 




64.5 


10721/B09 


9.0 


38.9 




28.3 


10721/B10 


20.9 


42.9 




30.4 


10721/B11 


-2.1 


34.6 




6.7 


10721/C02 


9.7 


68.3 


59.2 


10721/C03 


16.5 


64.6 




6.2 


10721/C04 


21.8 


77.7 




88.7 


10721/C05 


56.4 


68.1 




48.7 


10721/C06 


14.4 


80.2 




56.4 


10721/C07 


10.9 


24.6 




25.7 


10721/C08 


55.8 


38.3 




24.8 


10721/C09 


17.5 


39.8 




-4.7 


10721/C10 


21.1 


17.4 




44.6 


10721/C11 


13.9 


14.1 




3.7 


10721/D02 


15.1 


21.5 




22.5 


10721/D03 


17.8 


11.6 




19.5 


10721/D04 


15.2 


5.0 




35.3 


10721 /D05 


-25.1 


47.0 




91.9 


10721/D06 


1.6 


44.5 




9.0 


10721/D07 


6.4 


23.0 




-6.8 


10721/D08 


3.9 


31.7 




45.3 


10721/D09 


17.6 


15.3 




-4.9 


10721/D10 


23.7 


3.3 




13.4 


10721/D11 


, 20.6 


22.2 




23.2 
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10721/E02 


! 17.2 


-9.5 




3fi ft 


10721/E03 


i 10.9 


25 1 




19 3 


10721/E04 


16.0 


48.5 




ft7 3 


10721/E05 


10.8 


61.3 






10721/E06 


I 40.4 


91 .5 




fti n 


10721/E07 


I 15.6 


37.7 




*t J. SJ 


10721/E08 


15.7 


29.8 




3Q ^ 


10721/E09 


36.9 


42.5 




0.7 


10721/E10 


I 9.3 


19.9 




55.7 


10721/E11 


I 0.7 


32.1 




31.3 


10721/F02 


17.0 


11.0 




97 ft 


10721/F03 


9.1 


7.0 




40 fi 


10721/F04 


i 7.4 


0.0 




26.0 


10721/F05 


I 8.1 


20.5 




67.8 


10721/F06 


i 2.2 


21.7 




80.3 


10721/F07 


! 4.8 


3.5 




55.7 


10721/F08 


-6.4 


37.3 




76.1 


10721/F09 


i 65.2 


7.0 




52.5 


10721/F10 


49.6 


7.5 




79.9 


10721/F11 


29.7 


95.9 




78 2 


10721/G02 


16.4 


23.6 




7.9 


10721/G03 


I 12.1 


23.4 




25.3 


10721/G04 


3.2 


64.6 




90.3 


10721/G05 


-15.1 


7.7 




8.6 


10721/G06 


18.9 


23.2 




39 5 


10721/G07 


3.3 


14.7 




10.0 


10721/G08 


5.4 


12.8 




-2 4 


10721/G09 


20.4 


14.9 




5.1 


1 0721 /G 10 


24.4 


2.1 




19 n 


10721/G11 


-7.1 








1 0722/A02 


0 8 - 


93 7 




44 Q 


10722/A03 


6 7 


KJ.O 


9Q ^ 


on 3 


1 0722/A04 


13.4 


91 n 


n Q 


^1 4 


10722/A05 


10.5 


22.4 


33 ^ 




10722/A06 


9.6 


28.4 


19 ft 


71 6 


10722/A07 


9.4 


29.9 


23 a 


64.1 


10722/A08 


13.7 


23.9 


15 2 


70.5 


10722/A09 


7.3 


16.8 


21 5 


86.5 


10722/A10 | 


6.6 


-4.2 


15.2 


79.0 


10722/A11 


6.7 


-0.1 


21 5 


68.6 


10722/B02 


10.1 


16.3 


28.9 


44.3 


10722/B03 


13.6 


19.6 


3.7 


40.1 


10722/B04 i 


14.7 


10.6 


3.1 


53.4 


10722/B05 


18.5 


9.3 


21.5 


67.2 


10722/B06 


13.9 


-4.9 


21.5 


72.6 


10722/B07 


6.6 


6.2 


20.9 


48.2 


10722/B08 


11.2 


0.5 


27.8 


72.0 


10722/B09 


8.7 


7.8 


14.6 


59.7 


10722/B10 


-0.9 


-11.3 


20.3 


56.4 


107227B11 ! 


5.2 


-15.5 


25.5 


83.0 


10722/C02 I 


29.1 


32.1 


30.6 


34.5 


10722/C03 


16.7 


42.3 


22.6 


73.6 


10722/C04 


10.7 


26.7 


8.9 


70.7 


10722/C05 


23.5 


19.1 


26.6 


44.9 
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10722/C06 


24.5 


-11.0 


24.9 j 


45.1 


10722/C07 


15.8 


-15.5 


31.2 


61.2 


10722/C08 


17.8 


14.8 


31.2 i 
i 


80.1 


10722/C09 


25.9 


-3.1 


32.4 ; 


45.1 


10722/C10 


2.3 


22.8 


18.0 ! 


33.9 


10722/C11 


13.8 


-14.2 


36.4 i 


52.6 


10722/D02 


30.7 


26.1 


31.8 > 


26.4 


10722/D03 


15.0 


31.0 


-9.4 j 


52.8 


10722/D04 


23.5 


20.3 


15.7 


63.4 


10722/D05 


21.4 


-3.8 


22.0 


35.8 


10722/D06 


21.9 


-2.5 


8.9 


32.4 


10722/D07 


14.1 


-2.8 


25.5 


42.6 


10722/D08 


29.1 


-2.6 


41.5 


60.5 


10722/D09 


14.7 


-17.2 


30.6 


52.2 


10722/D10 


8.2 


-0.6 


41.5 


40.5 


10722/D11 


9.6 


-10.1 


15.2 


41.0 


10722/E02 


17.0 


22.2 


23.2 


71.1 


10722/E03 


10.7 


33.0 


-7.2 


88.4 


10722/E04 


38.6 


1.4 


30.6 


52.6 


10722/E05 


19.2 


-7.0 


19.2 


73.0 


10722/E06 


21.4 


7.6 


32.9 


71.6 


10722/E07 


24.3 


28.7 


40.9 


71.6 


10722/E08 


18.6 


10.4 


38.7 


82.8 


10722/E09 


16.2 


4.1 


26.6 


55.1 


10722/E10 


3.1 


-13.3 


31.8 


86.6 


10722/E11 


15.3 


4.2 


28.3 


84.0 


10722/F02 


5.3 


9.2 


12.9 


33.9 


10722/F03 


12.0 


13.7 


-14.0 


59.7 


10722/F04 


27.5 


16.8 


-2.0 


58.9 


10722/F05 


15.0 


-2.8 


6.0 


6.4 


10722/F06 


11.0 


6.5 


2.6 


6.0 


10722/F07 


15.5 


-3.7 


-6.6 


63.0 


10722/F08 


66.3 


-5.4 


25.5 


89.3 


10722/F09 


15.3 


-35.8 


26.6 


65.7 


10722/F10 


3.3 


10.7 


24.9 


67.8 


10722/F11 


4.5 


-6.5 


15.7 


73.2 


10722/G02 


15.1 


27.3 


14.6 


43.0 


1 0722/G03 


5.3 


4.1 


-3.7 


52.2 


10722/G04 


7.2 


-13.3 


11.7 


63.2 


10722/G05 


10.8 


-9.0 


-6.0 


9.7 


10722/G06 


7.4 


-5.2 


-6.0 


12.2 


10722/G07 


8.0 


-32.5 


-3.7 


41.2 


10722/G08 


8.2 


-8.5 


12.9 


66.1 


10722/G09 


6.1 


-5.9 


0.9 


51.0 


10722/G10 


-1.7 


3.3 


16.9 


27.0 


10722/G11 


0.6 


-39.4 


^ 0.3 


35.3 


10723/A02 


-5.5 


97.8 


64.4 


100.8 


10723/A03 


1.2 


38.5 


11.7 


76.5 


10723/A04 


27.2 


30.8 


13.1 


97.9 


10723/A05 


-17.8 


26.4 


17.9 


75.7 


10723/A06 


8.6 


20.1 


43.6 


79.1 


10723/A07 


-6.1 


3.9 


22.1 


63.2 


10723/A08 


-12.9 


-2.1 


29.7 


77.3 


10723/A09 


-1.0 


-4.5 


42.9 


85.9 
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10723/A10 


-3.1 


-24.8 


34.6 i 62.1 


10723/A11 


42.9 


-4.0 


41.5 j 60.0 


10723/B02 


-0.3 


91.0 


29.0 100.3 


10723/B03 


7.1 


-5.0 


14.5 i 82.5 


10723/B04 


18.7 


5.1 


40.1 ! 90.6 


10723/B05 


-15.4 


36.4 


15.2 ! 85.1 


10723/B06 


31.8 


11.9 


58.8 j 90.6 


10723/B07 


6.5 


28.8 


24.9 86.7 


10723/B08 


1.0 


-0.4 


56.1 82.8 


10723/B09 


2.7 


-12.0 


27.6 I 57.7 


10723/B10 


5.8 


1.8 


17.2 ! 88.5 


10723/B11 


6.3 


-26.0 


22.8 | 62.6 


10723/C02 


9.6 


73.6 


39.4 100.6 


10723/C03 


-3.1 


5.9 


42.9 88.8 


10723/C04 


8.8 


23.5 


36.7 | 91.9 


10723/C05 


5.6 


35.2 


22.8 ! 73.1 


10723/C06 


17.8 


-4.5 


26.3 | 63.4 


10723/C07 


20.9 


-4.0 


27.6 ! 44.3 


10723/C08 


-35.5 


45.0 


29.0 83.0 


10723/C09 


-22.3 


62.7 


62.3 j 84.6 


10723/C10 


9.5 


-7.2 


25.6 i 43.8 


10723/C11 


9.5 


-1.1 


8.9 


47.0 


10723/D02 


2.0 


63.2 


22.1 


93.0 


10723/D03 


-14.7 


33.5 


8.2 


69.4 


10723/D04 


15.2 


45.1 


31.8 


97.7 


10723/D05 


-6.1 


3.7 


8;2 


54.5 


10723/D06 


17.6 


-7.4 


6.2 


60.0 


10723/D07 


15.8 


13.4 


16.6 


21.9 


10723/D08 


-4.5 


4.9 


31.1 


53.5 


10723/D09 


50.4 


-3.8 


21.4 


62.6 


10723/D10 


6.5 


-9.3 


21.4 


38.1 


10723/D11 


14.8 


-6.2 


24.9 


42.0 


10723/E02 


8.1 


91.0 


46.4 i 97.9 


10723/E03 


8.7 


8.3 


47.1 


76.8 


10723/E04 


30.7 


59.8 


36.0 


94.5 


10723/E05 


8.9 


-15.6 


-4.9 


63.7 


10723/E06 


19.3 


11.5 


18.6 


74.4 


10723/E07 


17.4 


38.1 


14.5 


47.7 


10723/E08 


-0.4 


52.6 


26.3 


89.3 


10723/E09 


7.9 


29.1 


22.1 


91.7 


10723/E10 


5.2 


-7.9 


44.3 


59.5 


10723/E11 


8.9 


-44.6 


32.5 


50.1 


10723/F02 


10.3 


70.4 


1.3 


99.0 


10723/F03 


4.4 


9.3 


1.3 


78.3 


10723/F04 


12.3 


17.5 


21.4 


94.0 


10723/F05 


-6.4 


-3.8 


-7.7 


45.6 


10723/F06 


20.4 I 


5.4 


-30.6 


84.1 


10723/F07 


20.7 


-4.1 


6.8 


26.6 


10723/F08 


-0.5 


5.7 


20.7 


75.5 


10723/F09 


1.2 


14.1 


3.4 


78.6 


10723/F10 


9.1 


4.2 


-2.2 


74.1 


10723/F11 


-1.2 


-41.3 


36.7 


72.3 


10723/G02 


-1.6 


90.8 


13.8 


99.2 


10723/G03 


4.3 


18.5 


6.2 i 74.7 
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10723/G04 


8.7 


16.7 


21.4 


85.9 


10723/G05 


-9.4 


1.3 


2.0 


79.9 


10723/G06 


14.1 


-26.7 


-0.8 


64.5 


10723/G07 


14.2 


15.5 


-5.6 


43.0 


10723/G08 


-22.9 


0.1 


7.5 


79.9 


10723/G09 


-1.8 


-32.6 


-2.9 


80.7 


10723/G10 


. 3.5 


-4.1 


-27.8 


40.7 ; 


10723/G11 


-4.1 


-35.0 


-7.7 




39.4 i 


10724/A02 


1.8 


36.7 


6.3 


61.7 


10724/A03 


-7.8 


17.2 


0.1 


30.7 


10724/A04 


-15.9 


15.4 


5.0 


62.6 


10724/A05 


-15.2 


20.3 


5.0 


68.4 


10724/A06 


-3.7 


1.4 


30.7 


46.8 


10724/A07 


3.7 


18.3 


16.1 


58.7 


10724/A09 


-5.2 


1.6 


19.6 


37.5 


1 0724/A1 0 


1.6 


40.0 


28.6 


83.8 


10724/A11 


12.8 


-16.6 

k 


29.3 


27.2 


10724/B02 


-6.2 


34.9 


-21.5 




48.8 


10724/B03 


-48.9 


14.9 


14.7 


51.0 


10724/B04 


-20.5 


50.2 


42.5 


81.2 


10724/B05 


-2.2 


21.2 


12.6 


45.6 


10724/B06 


13.4 


30.9 


43.2 


52.1 


10724/B07 


-1.8 


44.0 


27.2 


57.9 


10724/B09 


3.5 


8.7 


25.8 


43.8 


10724/B10 


8.5 


76.2 


9.8 


95.0 


10724/B11 


9.0 


-23.2 


23.0 


43.0 


10724/C02 


-0.3 J 


53.6 


-9.0 


40.7 


10724/C03 


-20.3 


16.5 


4.3 


68.7 


1Q7247C04 


-18.6 


13.2 


24.4 


84.3 


10724/C05 


-18.6 


-0.8 


20.3 


67.7 


10724/C06 


-1.5 


-2.4 


34.9 


15.4 


10724/C07 


-1.2 


9.4 


22.3 


14.2 


10724/C09 


9.3 


1.0 


20.3 


5.3 


10724/C10 


-2.3 


13.8 


27.2 


91.2 


10724/C11 


10.3 


0.7 


23.0 


4.9 j 


10724/D02 


12.4 


40.5 


-9.6 


37.5 


10724/D03 


0.1 


2.5 


-15.2 


18.2 


10724/D04 


0.5 


5.4 


-1.3 


70.5 


10724/D05 


-1.6 


-8.4 


35.6 


36.1 


10724/D06 


12.4 


-12.4 


40.4 


23.0 


10724/D07 


-2.6 


25.6 


7.0 


38.1 


10724/D09 


0.9 


-15.3 


18.9 


16.1 


10724/D10 


3.7 


12.7 


38.3 


59.6 


10724/D11 


14.9 


12.9 


29.3 


20.3 


10724/E02 


17.7 


39.8 


-54.2 


55.4 


10724/E03 


10.6 


33.1 


14.7 


85.8 


10724/E04 


55.2 


8.9 


-32.6 


93.3 


10724/E05 


13.8 


0.5 


-7.6 


70.3 


10724/E06 


8.3 


1.6 


6.3 


25.8 


10724/E07 


-3.6 


9.4 


0.1 


46.8 


10724/E09 


14.3 


6.3 


21.0 


27.0 


10724/E10 


I 7.3 


41.4 


34.9 


84.0 


10724/E11 


5.1 


-26.8 


5.0 


39.3 


10724/F02 


9.7 


27.4 


0.8 


73.0 
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1 0724/F03 


-12.5 ! 9.8 


I -45.8 | 44.2 


1 0724/F04 


10.2 


I 2.9 


-52.1 


81.9 


10724/F05 


-7.2 


-16.4 


-0.6 


67.0 


10724/F06 


13.8 


-3.5 


! -5.5 


51.2 


10724/F07 


-6.0 


8.9 


-6.2 


47.3 


10724/F09 


17.1 | -14.6 


-17.3 20.5 


10724/F10 


2.7 


I -10.4 


! 1.5 


55.6 


10724/F1 1 


4.5 


3.8 


j -6.9 


49.3 


10724/G02 


15.1 


42.5 


! -7.6 


44.9 


10724/G03 


-8.4 


7.8 


-2.7 


36.7 


1Q724/G04 


-7.9 


12.9 


-12.4 


71.0 


1 U724/G05 


-0.1 


-20.8 


-10.3 


61.0 


10724/oUb 


0.1 


I 3.2 


-6.9 


20.3 


1Q724/G07 


-1.9 


! -11.7 


-41.6 


2.3 


10724/G09 


9.1 


I -21.7 


-18.0 


-2.8 


10724/G10 


7.0 


| -10.6 


-15.9 


62.8 


1 0724/CdI 1 


6.8 


-29.5 


-29.1 


11.2 


1 0725/A02 


-2.0 


3.9 -14.2 


46.6 


10725/A03 


3.6 i -38.2 


5.9 


68.0 . 


10725/A04 


-8.6 


26.2 


-3.2 


55.3 


1 0725/A05 


-13.9 


7.9 


13.1 


47.5 


1 0725/A06 


-7.3 


-9.5 


40.9 


71.7 


10725/A07 


-12.3 


18.2 


17.9 


59.3 


10725/A08 


-2.9 


10.9 


14.1 


45.3 


10725/A09 


-13.9 


4.9 


29.4 


44.3 


10725/A10 


-3.2 


14.0 


33.7 


43.2 


10725/A1 1 


-21.9 


14.6 


18.9 


49.1 


10725/B02 


-2.8 


2.5 


-7.5 


66.9 


10725/B03 


4.9 


-15.3 


7.8 


70.8 


10725/B04 


1.1 


76.9 


9.3 


90.4 


10725/B05 


-61.0 


20.4 


44.7 


68.3 


10725/B06 


' -0.5 


-13.7 


31.3 


53.3 


10725/B07 


24.6 


45.8 


100.8 


74.0 


10725/B08 


-24.1 


41.8 


29.4 


66.7 


10725/B09 


0.4 


72.3 


43.8 


65.7 


10725/B10 


5.1 


53.3 


26.0 


69.9 


10725/B1 1 


-42.3 


43.0 


66.3 


76.3 


10725/C02 


7.0 


-43.4 


-5.1 


6.3 


10725/C03 


2.0 


-12.7 


19.3 


72.9 


10725/C04 


-27.3 


31.8 


25.1 


75.9 


10725/C05 


-37.0 


-21.9 


28.9 


31.7 


10725/C06 


-9.3 


-11.5 


46.6 


54.7 


10725/C07 


65.0 


-16.5 


107.0 


38.8 


10725/C08 


-8.7 


-11.9 


101.7 


28.0 


10725/C09 


11.2 


23.6 


34.7 


24.1 


I U f ZO/U1U 


8.7 


5.3 


38.5 


-0.6 


10725/C11 


104.5 


-22.1 


80.7 


48.4 


10725/D02 


-3.6 


-23.9 


-8.4 


14.0 j 


10725/D03 


-11.3 


-2.5 


5.4 


72.9 


10725/D04 


3.6 


4.3 


12.2 


55.1 


10725/D05 


2.3 


-19.7 


10.7 


24.5 


10725/D06 


-0.5 


-26.4 


21.7 


24.7 


10725/D07 


2.6 


-25.8 


18.4 


37.0 


10725/D08 


1.8 


20.0 


38.5 


39.2 
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10725/D09 


-0.9 


4.3 


35.6 


28.0 


10725/D10 


9.0 


11.7 


43.8 


27.8 


10725/D1 1 


13.6 


-12.5 


23.2 


100.5 


10725/E02 


-5.6 


4.3 


-8.9 


40.2 


10725/E03 

* W • mm w/ w 


-0.8 


-10.3 


10.7 


60.9 


10725/E04 


-38.8 


31.2 


3.1 


59.0 


10725/E05 


-0.2 


-5.5 


27.5 


28.2 


10725/E06 


-1.8 


-17.7 


39.0 


36.7 


10725/E07 


9.7 


12.5 


28.9 


45.3 


10725/E08 


12.1 


14.2 


48.6 


39.7 


10725/E09 


7.0 


31.4 


37.5 


22.4 


10725/E10 


9.3 


6.1 


28.4 


-4.7 


10725/E11 


18.9 


-36.0 


20.8 


9.6 


10725/F02 


5.8 


-3.7 


-15.1 


27.8 


10725/F03 


4.3 


-36.2 


-27.1 


63.2 


10725/F04 


-6.9 


-49.6 


-4.6 


38.1 


10725/F05 


-0.8 


-18.9 


-5.6 


15.5 


10725/F06 


-1.0 


-37.8 


14.1 


41.8 


10725/F07 


6.9 


16.4 


15.0 


67.8 


10725/F08 


8.9 


15.4 


28.9 


72.2 


10725/F09 


6.8 


32.2 j 


28.4 


48.5 


10725/F10 


4.8 


3.7 


17.9 


14.2 


10725/F11 


9.9 


20.8 


20.3 


25.7 


10725/G02 


-3.7 


-20.5 


-11.8 


30.8 


10725/G03 


-6.9 


-2.5 


-6.5 


58.6 


10725/G04 


6.1 


-12.3 


-8.9 


47.1 


10725/G05 


-18.3 


68.7 


7.4 


15.6 


10725/G06 


21.7 


-19.9 


27.5 


35.8 


10725/G07 


4.8 


-25.8 


23.7 


39.7 


10725/G08 


-14.8 


-13.7 


8.3 


47.3 


10725/G09 


15.2 


6.5 


43.8 


4.7 


10725/G10 


11.1 


17.8 


44.7 


27.7 


10725/G11 


-28.0 


-32.4 


22.2 


25.7 


1 0726/A03 


-2.6 


-12.5 


4.3 


70.1 


1 0726/A04 


7.6 


40.8 


44.2 


85.7 


1 0726/A05 


-7.1 


-28.4 


22.1 


75.2 


10726/A06 


-4.6 


0.2 


22.1 


54.7 


1 Q726/A07 


-72.3 


88.7 


-36.8 


101.4 


10726/A08 


-4.0 


-28.4 


10.7 


63.1 


1 0726/A09 


-4.5 


-6.3 


16.4 


70.8 


1 0726/A1 0 


3.7 


26.5 


8,1 


58.9 


10726/A11 


0.5 


6.2 


23.3 


70.8 


1 0726/B03 


11.1 


3.5 


16.4 


81.1 


10726/B04 


16.8 


71.1 


39,1 


78.9 


10726/B05 


13.2 


49.0 


27.1 


96.8 


10726/B06 


11.3 


6.6 


34.1 


76.1 


10726/B07 


-36.5 


72.4 


-59.5 


98.5 


10726/B08 


12.2 


23.6 


24.6 


60.2 


10726/B09 


7.5 


28.9 


22.7 


72.3 


10726/B10 


3.7 


40.8 


6.2 


58.5 


10726/B11 


7.4 


39.4 


23.3 


64.4 


10726/C03 


24.9 


29.8 


28.4 


38.9 


10726/C04 


12.3 


58.4 


36.6 


91.7 


10726/C05 


4.0 


16.7 


25.2 


58.0 
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10726/C06 


23.8 


-0.9 


36.0 j 42.6 


10726/C07 


-17.0 


40.8 


-67.7 ! 84.9 


10726/C08 


1 3^ 


7.5 


21.4 I 46.8 


10726/C09 


12.9 


-14.3 


26.5 48.5 


10726/C10 


5.5 


2.8 


16.4 36.7 


10726/C11 


| -32.2 


4.8 


51.1 


I 34.7 


10726/D03 


21.6 


-5.4 


21.4 


52.1 


10726/D04 


7.8 


-20.1 


34.1 


62.9 


10726/D05 


8.2 


-8.1 


39.1 j 51.2 


10726/D06 


16.3 


-24.4 


28.4 42.8 


10726/D07 


-26.9 


18.5 


-81.0 | 84.6 


10726/D08 


12.1 


-11.4 


22.1 ! 39.5 


10726/D09 


14.4 


-6.5 


22.1 45.7 


10726/D10 


14.7 


-6.5 


32.2 I 35.3 


10726/D11 


10.5 


-6.3 


30.9 I 9.6 


10726/E03 j -5.5 


-15.9 


20.2 | 62.4 


10726/E04 8.1 


53.0 


12.6 85.5 


10726/E05 j 8.1 


5.5 


4.3 


71.0 


10726/E06 I 6.2 


-20.6 


41.7 


-7.4 


10726/E07 


-40.0 


20.5 


-12.1 


84.0 


10726/E08 


4.1 


-8.5 


34.1 


58.9 


10726/E09 


9.9 


10.0 


34.7 


50.3 


10726/E10 


16.5 


-9.0 


37.9 


41.5 


10726/E11 


16.2 


-14.1 


30.3 


34.5 


10726/F03 


8.3 


-17.4 


5.6 


54.1 


10726/F04 


31.5 


33.4 


18.3 


93.5 


10726/F05 


8.9 


-26.8 


-17.8 


51.2 


10726/F06 


17.7 


-24.1 


17.0 


16.2 


10726/F07 


9.6 


76.2 


-99.4 


96.1 


10726/F08 


15.3 


-21.5 


28.4 


67.3 


10726/F09 


9.6 


-22.8 


-2.6 


66.8 


10726/F10 


7.0. 


-17.4 


9.4 


51.4 


10726/F11 


13.6 


-16.8 


25.2 


57.6 


10726/G03 


11.3 


-17.2 


4.3 


26.8 


10726/G04 


9.7 


60.6 


14.5 


72.8 


10726/G05 


14.9 


5.1 


6.2 


81.1 


10726/G06 


7.0 


-37.5 


-26.6 


19.9 


10726/G07 


-13.7 


54.4 


-107.6 


94.8 


10726/G08 


2.9 


-2.7 


14.5 


39.1 


10726/G09 


3.6 


3.3 


13.2 


42.4 


10726/G10 


10.5 


6.0 


-7.0 


26.8 


10726/G11 


9.1 


1.3 


-7.7 


11.8 


10727/A02 


-1.3 


3.2 


-10.3 


52.0 


10727/A03 


6.3 


-19.2 


-4.5 


40.7 


10727/A04 


-4.6 


28.2 


12.3 


80.9 


10727/A05 


4.2 


-3.0 


5.7 


29.0 


10727/A06 


-17.1 


-6.3 


13.7 


32.7 


10727/A07 


-10.7 


-3.7 


12.3 


61.1 


10727/A08 


-0.6 


9.7 


15.2 


9.7 


10727/A09 


-16.8 


12.7 


16.6 


44.2 


10727/A10 


-6.4 


89.0 


18.1 


95.2 


10727/A11 


7.4 


6.2 


10.8 


16.5 


10727/B02 


2.4 


-18.4 


-10.3 


90.5 


10727/B03 


-13.4 


-2.8 


-7.4 


84.5 
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10727/B04 ! 


46.0 


47.4 


21.0 


87.1 ! 


1 0727/B05 


10.5 


39.0 


9.4 


83.3 


1 0727/B06 i 

1 w a *-* 1 * Www 


-3.9 


40.7 


6.4 


91.0 


10727/B07 


8.4 


46.5 


0.6 


83.5 ! 


10727/B08 


4.0 


47.4 


14.4 


90.7 


10727/B09 i 


6.7 


31.7 


18.1 


81.9 


10727/B10 ! 


3.9 


94.0 


29.7 


99.2 


10727/B11 i 


16.8 


6.9 


15.9 


69.8 


1 0727/C02 


-2.0 


-28.5 


-12.5 


73.8 


10727/C03 


-3.2 


14.6 


11.5 


11.9 


10727/C04 


0.2 


27.6 


23.2 


81.7 


10727/C05 


13.7 


11.8 


7.9 


8.9 


1 0727/C06 i 

1 Wf A— / ■ W \J 


5.2 


5.6 


12.3 


45.2 


10727/C07 


15.9 


8.4 


13.0 


36 7 


10727/C08 i 


4.9 


3.6 


23.2 


47.8 I 


10727/C09 i 


-13.5 


16.6 


21.7 


37 9 ! 


10727/C10 


-35.3 


85.3 


45.7 


94.4 ! 


10727/C11 I 


-25.6 


-15.6 


22.4 


14.5 


1 0727/D02 


3.2 


22.6 


5.7 


51.6 ; 


10727/D03 

1 W 4 4 4 Mh^ W W 


3.1 


39.4 


-3.0 


24.0 ; 


10727/D04 


25.9 


39.6 


6.4 


76.0 


10727/D05 


8.5 


3.4 


-0.1 


39.9 


10727/D06 


13.1 


8.6 


10.8 


24.4 


10727/D07 


19.7 


10.5 


-14.7 


50.6 


10727/D08 


14.1 


-0.5 


5.0 


8.5 


10727/D09 


8.2 


15.1 


7.2 


17.9 


10727/D10 


11.4 


86.2 


9.4 


79.9 


10727/D11 


10.5 


-23.7 


17.4 


17.3 


10727/E02 


9.3 


22.4 


-6.7 


28.0 


10727/E03 

1 W 1 A- I < W* W w 


11.1 


35.5 


5.7 


28.8 


1 0727/E04 


46.1 


82.1 


-7.4 


98.4 


10727/E05 


17.1 


12.9 


-7.4 


12.1 ! 
: 


1 0727/E06 


14.2 


-9.3 


9.4 


-2.2 ! 


10727/E07 


20.1 


7.1 


10.1 


45.2 


10727/E08 


14.2 


25.6 


23.9 


27.0 i 


10727/E09 


9.3 


15.1 


15.9 


28.4 


10727/E10 

1 v 1 4^ f 4 Lb 1 \J 


9.7 


85.1 


5.0 


96.6 i 
1 


10727/E11 


37.3 


-33.4 


7.9 


-5.4 


10727/F02 

1 v f £— lit WA» 


15.9 


-0.5 


11.5 


52.0 


10727/F03 

1 W I L 1 1 1 WW 


8.9 


36.8 


-3.7 


22.0 


1Q727/F04 


15.3 


17.9 


-10.3 


92.0 


10727/F05 

1 w 1 it* \JsJ 


21.8 


-9.1 


-3.7 


6.0 

1 


10727/F06 

1 W f <£p i i \ WW 


14.5 


4 9 


8.6 


37.7 


10727/F07 

1 W 1 fit W f 


21.4 


-8.9 


2.1 


17.9 


10727/F08 


12.5 


-5.4 


10.1 


36.9 


10727/F09 


-45.2 


-2.0 


21.7 


9.3 


10727/F10 


15.9 


74.1 


9.4 


93.4 


10727/F11 


17.3 


-2.6 


18.1 


-3.0 


10727/G02 


7.1 


37.5 


-20.5 


81.5 


10727/G03 


-3.5 


19.4 


-10.3 


40.5 


10727/G04 


27.2 


80.6 


-27.0 


94.0 


10727/G05 


8.0 


11.2 


-2.3 


7.1 


10727/G06 


2.9 


-12.1 


-12.5 


31.1 


10727/G07 


| 7.2 


5.4 


-24.1 


29.6 
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10727/G08 


15.7 


-19.6 


i -7.4 


I 21.8 


10727/G09 


5.7 


-9.7 


10.8 


! 18.8 


10727/G10 


-5.6 


85.1 


10.8 


] 


10727/G11 


6.9 


-3.5 


15.9 


I -0.8 | 


10728/A02 


-12.3 


9.2 


-7.9 


; 25.6 


1 0728/A03 


-7.3 


-25.8 


-7.9 


I 29.2 ! 


1 0728/A04 


. -3.5 


28.0 


15.6 


! 28.5 


10728/A05 


-10.8 


17.7 


4.5 


31.8 


10728/A06 


-10.4 


17.2 


-3.1 


19.7 


10728/A07 


-21.6 


59.6 


31.1 


28.5 


10728/A08 


-1.4 


24.1 


0.5 


40.2 


1 0728/A09 


-5.5 


19.3 


10.3 


53.1 


10728/A10 


-16.3 


-3.4 


1.8 


77.2 


10728/A1 1 


-2.3 


-0.6 


-9.3 


58.8 


10728/B02 


-11.1 


-10.5 


-0.4 


61.2 


10728/B03 


-1.3 


-36.6 


i 10.3 


74.4 ' 


10728/B04 


-6.0 


-2.0 


r— ■ ■ - — 

9.8 


I , 


10728/B05 


-12.3 


26.9 


9.4 


60.4 


10728/B06 


f — 

4.7 


38.1 


7.6 


56.0 : 


10728/B07 


31.4 


11.1 


20.9 


82.2 


10728/B08 


14.8 


34.7 


-6.6 


77.0 


10728/B09 


1.7 


31.7 


-0.4 


81.7 


10728/B10 


3.9 


16.8 


2.7 


79.3 


10728/B11 


-1.0 


48.2 


-12.4 


80.3 


10728/C02 


-32.1 


-35.4 


42.3 


15.5 


10728/C03 


10.5 


9.7 


24.9 


16.9 


10728/C04 


-0.0 


16.1 


27.2 


33.6 


10728/C05 


-21.7 


16.1 


23.2 


33.7 


10728/C06 


8.4 


4.2 


2.7 


22.9 


10728/C07 


-7.2 


8.3 


8.9 


46.3 


10728/C08 


-2.2 


17.5 


9.4 


25.5 


10728/C09 


14.5 


-6.8 


8.1 


31.6 


10728/C10 


6.1 


4.4 


11.2 


28.7 1 

1 


10728/C11 


-10.1 


21.8 


8.5 


45.2 


10728/D02 


-0.3 


9.9 


9.8 


21.4 | 


10728/D03 


10.2 


10.8 


32.0 


i 


10728/D04 


6.8 


-1.1 


26.7 


23.1 


10728/D05 


4.9 


12.7 


7.2 


29.5 


10728/D06 


10.4 


5.8 


5.8 


23.2 


10728/D07 


8.1 


2.4 


2.3 


21.8 


10728/D08 


13.5 


6.9 


2.7 


34.7 


10728/D09 


10.5 


-2.9 


-3.9 


27.6 


10728/D10 


17.9 


18.6 


-3.9 


30.5 


10728/D11 


15.9 


22.1 


-10.2 


52.5 


10728/E02 


5.4 


7.4 


15.2 


5.4 


10728/E03 


13.2 


9.5 


12.0 


1 1.9 


10728/E04 


5.5 


10.1 


23.2 


25.6 


10728/E05 


17.4 


7.4 


5.8 


53.4 


10728/E06 


6.6 


-4.7 


12.0 


26.4 


10728/E07 


9.6 


21.8 


28.0 


79.8 


10728/E08 


15.2 


5.1 


29.4 


46.3 


10728/E09 


9.0 


0.1 


22.3 


40.0 


10728/E10 


24.7 


-20.8 


13.8 


57.2 


10728/E11 


16.3 


-5.9 


8.9 


53.1 
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10728/F02 


2.9 


4.4 


7.2 


25.6 


10728/F03 


6.8 


-0.2 


-9.3 


18.7 


10728/F04 


14.2 


5.1 j 7.2 


47.9 


10728/F05 


6.0 


-5.9 


-0.4 


53.3 


10728/F06 


14.4 


-1.5 


1.8 


28.2 


10728/F07 


2.4 


-2.2 


-0.8 


62.6 


10728/F08 


14.5 


-13.5 


8.9 


62.8 


10728/F09 


5.9 


-13.0 


1.4 


23.4 


10728/F10 


18.0 


-6.3 


4.9 


48.7 


10728/F11 


16.7 


0.8 


-12.4 


72.5 


10728/G02 


2.3 


-10.2 


0.9 


7.1 


10728/G03 


14.3 


-2.0 


-8.4 


8.8 


10728/G04 


21.8 


-8.2 


0.5 


20.9 


10728/G05 


9.4 


7.2 


-4.4 


63.1 


10728/G06 


13.5 


-14.1 


-13.3 


25.3 


10728/G07 


22.6 


-12.3 


-17.3 


42.4 


10728/G08 


21.4 


-5.7 


-11.9 


42.3 


10728/G09 


6.8 


-8.0 | 6.3 


22.2 


10728/G10 


10.4 


-12.5 


-0.8 


27.9 . 


10728/G11 


3.2 


16.1 


-12.8 


71.4 


10729/A02 


15.5 


10.0 


-25.7 


28.1 


10729/A03 


4.7 


27.0 


1.9 


27.5 


10729/A04 


-4.0 


58.8 


-16.6 


45.4 


10729/A05 


-17.7 


23.4 


-6.8 


38.8 


10729/A06 


-10.9 


36.5 


-8.6 


29.8 


10729/A07 


-10.0 


49.0 


-36.7 


51.1 


10729/A08 


-13.3 


37.8 


-23.4 


48.1 


10729/A09 


0.4 


25.7 


11.0 


80.3 


10729/A10 


0.7 


28.7 


-12.8 


34.8 


10729/A11 


4.9 


15.5 


-11.7 


49.9 


10729/B02 


13.8 


34.9 


-10.2 


77.2 


10729/B03 


• 11.2 


38.2 


-9.4 


57.3 


10729/B04 


0.1 


63.7 


-22.7 


43.8 


10729/B05 


-5.2 


50.6 


-25.7 


51.0 


10729/B06 


2.0 


56.9 


-19.2 


61.1 


10729/B07 


-13.4 


69.0 


-33.2 


58.2 


10729/B08 


-14.7 


53.2 


-13.6 


66.0 


10729/B09 


-16.0 


51.6 


-6.4 


47.2 


10729/B10 


-0.7 


68.3 


-13.9 


32.6 


10729/B11 


7.8 


18.8 


4.2 


36.6 


10729/C02 


6.0 


16.9 


9.1 


18.2 


10729/C03 


11.0 


25.7 


13.7 


13.5 


10729/C04 


-2.5 


35.9 


4.2 


20.7 


10729/C05 


5.8 


21.8 


-5.6 


15.5 


10729/C06 


3.8 


38.2 


3.1 


15.2 


10729/C07 


-22.4 


60.8 


-1.8 


58.4 


10729/C08 


-20.3 


25.4 


-13.6 


55.7 


10729/C09 


-26.4 


33.2 


-34.8 


60.4 


10729/C10 


2.5 


45.7 


3.5 


15.8 


10729/C11 


10.4 


35.9 


-17.4 


41.3 


10729/D02 


12.2 


'5.7 


15.6 


31.7 


10729/D03 


15.3 


15.5 


14.1 


22.6 


10729/D04 


-5.7 


18.8 


-12.8 


33.1 


10729/D05 


2.2 


22.1 


2.3 


28.1 
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10729/D06 


0.2 


45.7 


2.7 | 30.2 


10729/D07 


-15.3 


21.4 


-20.0 j 25.5 


10729/D08 


-26.2 


10.3 


-21.1 27.6 


10729/D09 


-9.6 


22.1 


-12.1 I 34.8 


10729/D10 


4.1 


11.3 


-11.3 36.1 


10729/D11 


-2.0 


19.2 


0.1 j 18.8 


10729/E02 


26.6 


8.0 


28.4 


11.7 


10729/E03 


6.9 


20.1 


29.2 


27.5 


10729/E04 


9.7 


19.5 


26.5 


9.8 


10729/E05 


46.8 


12.6 


29.9 


13.4 


10729/E06 


12.1 


43.7 


24.7 


-0.7 


10729/E07 


4.1 


26.7 


29.6 


21.6 


10729/E08 


10.9 


40.1 


11.0 


73.7 


10729/E09 


6.9 


29.6 


-11.7 


85.0 


10729/E10 


5.7 


50.3 


11.8 


7.5 


10729/E11 


70.9 


25.7 


22.4 


50.8 


10729/F02 


18.9 


-14.0 


20.1 | 19.5 


10729/F03 


30.0 


10.6 


33.7 | 27.8 


10729/F04 


16.0 


13.3 


25.4 ! 44.9 


10729/F05 


15.4 


-4.8 


31.5 


33.8 


10729/F06 


36.4 


15.9 


29.6 


44.3 


10729/F07 


-5.8 


6.7 


6.1 


37.3 


10729/F08 


-3.4 


10.3 


0.8 


44.6 


10729/F09 


-2.6 


13.3 


8.8 


38.2 


10729/F10 


20.0 


58.5 


15.2 


39.0 


10729/F11 


-1.5 


25.4 


7.2 


15.2 


10729/G02 


18.8 


-4.8 


16.7 


31.3 


1 0729/G03 


10.4 


14.6 


13.7 


20.1 


1 0729/G04 


12.2 


52.9 


1.6 


18.2 


10729/G05 


8.7 


4.4 


9.9 


22.6 


10729/G06 


10.9 


15.2 


11.8 


26.0 j 


10729/G07 


-2.5 


-0.8 


14.4 


38.2 


10729/G08 


-1.0" 


6.0 


0.8 


39.9 


10729/G09 


-3.3 


20.8 


1.9 


49.6 


10729/G10 


-9.1 


60.1 


-13.2 


26.7 


10729/G11 


-0.5 


23.4 


3.8 


15.4 


10730/A02 


-3,7 


27.5 


-23.1 


39.5 


10730/A03 


-3.2 


34.4 


-11.2 


62.3 


10730/A04 


-9.9 


37.2 


-5.1 


70.6 


10730/A05 


-10.8 


18.6 


2.8 


42.7 


10730/A06 


-7.0 


6.7 


6.3 


61.0 


10730/A07 


-18.9 


10.4 


-23.9 


55.4 


10730/A08 


-2.9 


10.4 


-6.0 


69.0 


10730/A09 


1.9 


1.1 


-4.7 


69.5 


10730/A10 


0.5 


56.1 


1.0 


68.7 


10730/A11 


6.8 


56.4 


-6.4 


91.0 


10730/B02 


5.0 


10.4 


5.4 


66.3 


10730/B03 


-0.5 


46.8 


17.3 


78.3 


10730/B04 


12.8 


36.5 


7.2 


73.2 


10730/B05 


-0.5 


8.5 


-2.9 


71.1 


10730/B06 


2.4 


25.0 


7.6 


71.3 


10730/B07 


0.6 


57.1 


2.4 


63.1 


10730/B08 


4.4 


48.4 


0.2 


91.8 


10730/B09 


9.4 


14.2 


15.1 


70.6 
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10730/B10 


15.2 


15.8 


19 0 

l w. \J 


69 5 


10730/B11 


1.9 


70.2 


-13 9 

1 W.J 


81 7 

w 1 . r 


1073Q/C02 


48 8 

*T W. W 


2 7 


26 5 


^1 2 


10730/C03 


25 5 

^ w. w 


-12 1 


^6 5 


4^ 9 


107lO/Cn4 


4fi 1 


n 1 

w. J 


1 iJ. U 


4^ 9 


i07in/pn5 

lUf OU/wuJ 


114 

1 1 . *T 


-Q ft 

-57. 0 


fl 5 
O. w 


4fi 1 




5 ^ 
w. O 


ft 5 


7 R 

f ,w 


?4 7 


10730/C07 

1 w « w V/ V> w / 


73 


20.3 


1.0 


37.4 


10730/C08 


-2.3 


24.3 


8.5 


56 5 


10730/C09 


14.0 


28.2 


18.1 


42.9 


10730/C10 


15.4 


20.5 


44.4 


40 3 

"TV/, w 


10730/C11 


-8.0 


38.4 


16.4 


66 6 

ww.w 


107307DG2 

I w » W WS W «b 


12.4 


18.6 


24.3 


34 7 


10730/D03 

1 Wf V»* w* U»/ w w 


8.4 


9.9 


19.0 


34 2 


1 0730/D04 

I W * WW* W^T 


9.1 


10.4 


20.8 




1Q730/D05 

1 W I WW/ lo^WVj 


119 

1 1 . w 


12 6 


-1 6 


1ft 1 

wQ. 1 


1 w f w w/ UUU 


5.8 


35.3 


-2 0 


55 9 


10730/D07 


8.8 


43.0 


5.0 


52.5 


10730/D08 


8.6 


44.9 


12.9 


-13.6 


10730/D09 


9.8 


45.1 


-1.6 


59.1 


10730/D10 


-15.3 


16.7 


-3.3 


18.5 


10730/D11 


7.7 


2.0 


-0.7 


9.7 


10730/E02 


24.8 


17.7 


16.4 


18.8 


10730/E03 


34.5 


65.3 


14.6 


53.3 


10730/E04 


22.1 


13.5 


18.6 


35.2 


10730/E05 


8.7 


15.8 


28.7 


49.0 


10730/E06 

■ » ww# ^*ww 


11.1 


1.5 


26.0 


52.8 


10730/E07 


12.0 


18.8 


30.0 


37.1 


10730/E08 


25.1 


6.2 


48.4 


40.3 


10730/E09 


21.8 


21.7 


20.3 


33.9 


10730/E10 


26.0 


9.3 


39.6 


63.6 


10730/E11 


29.1 


19.1 


31.7 


77.2 


10730/F02 


18.4 


2.9 


20.3 


-6.2 


10730/F03 


11.7 


10.4 


1.5 


-0.6 


10730/F04 


18.3 


-4.8 


28.7 


36.0 


10730/F05 


19.6 


-16.3 


19.5 


23.5 


10730/F06 


21.9 


-0.6 


3.2 


56.5 


10730/F07 

i w t w \ji i w » 


67.5 


27.3 


-2.0 


60.7 


10730/F08 

1 w 4 WW/ 1 Uv 


2.1 


0.8 


-0.3 


46.4 


10730/F09 

1 W f Wwr 1 WW 


14.4 


17.9 


13.3 


71.1 


10730/F10 

1 \J 1 WW/ 1 I \J 


13.4 


6.2 


1.9 


42.1 


10730/F1 1 


-1 3 

™ 1 . w 


-24.1 


45 


53.6 




9^ ^ 


20 8 

4- w. O 


18 1 

1 w. 1 


41.1 


10730/G03 

1 w / tJU/ wUO 


15.2 


-6.9 


44.0 


43.2 


10730/G04 


7.4 


-6.7 


21.6 


47.7 


10730/G05 


22.3 


-18.2 


65.0 


35.8 


10730/G06 


8.2 


-2.7 


0.2 


17.7 


10730/G07 


8.3 


6.4 


19.9 


26.2 


10730/G08 


23.3 


9.5 


20.3 


16.6 


10730/G09 


18.7 


-20.3 


23.0 


16.4 


10730/G10 


11.3 


3.1 


22.1 


42.1 


10730/G11 


-1.4 


26.2 


-0.3 


46.1 


10731/A02 


2.7 


14.8 


-3.9 


23.9 


10731/A03 


2.5 


10.8 


7.5 


54.8 



WO 98/07695 



PCT/US97/14736 



216 



Table 14 
(continued) 



10731/A04 


I 5.0 


20.2 


^ 5.1 


43.6 


10731/A05 


! -6.5 


34.3 


14.1 


85.8 


10731/A06 


| -5.5 


30.1 


1.3 


53.0 


10731/A07 


! -4.3 


39.4 


4.6 


49.5 


10731/A08 


-13.8 


25.7 


-2.5 


59.9 


10731/A09 


I -2.7 


21.9 


-14.4 


46.7 


10731/A10 


! -5.3 


26.3 


-3.5 


41.2 


10731/A11 


i 3.1 


16.1 


-0.1 


53.4 


10731/B02 


6.5 


15.5 


13.2 


71.6 


10731/B03 


i 1.9 


12.3 


9.9 


60.9 


10731/B04 


I 12.0 


31.3 


0.3 


71.0 


10731/B05 


3.8 


35.9 


17.9 


86.0 


10731/B06 


6.2 


37.5 


5.6 


56.2 


10731/B07 


11.7 


29.1 


6.0 


41.6 


10731/B08 


6.2 


37.2 


-23.4 


57.4 


10731/B09 


-0.5 


15.0 


0.3 


29.6 


10731/B10 


1.3 


50.5 


4.6 


72.9 


10731/B11 


6.9 


55.2 


-13.0 


58.2 


10731/C02 


3.1 


-6.9 


-2.5 


11.1 


10731/C03 


4.5 


9.1 


11.3 


38.7 


10731/C04 


10.5 


31.0 


15.1 


32.5 


10731/C05 


14.9 


35.5 


22.7 


78.3 


10731/C06 


13.8 


23.1 


7.0 


18.2 


10731/C07 


70.4 


35.5 


31.3 


-11.6 


10731/C08 


10.2 


23.6 


-3.0 


25.8 


10731/C09 


15.1 


16.8 


-6.3 


22.7 


10731/C10 


19.7 


20.9 


6.5 


23.3 


10731/C11 


5.5 J 


29.6 


-9.2 


16.2 


10731/D02 


-8.4 


4.9 


17.9 


8.7 


10731/D03 


17.3 


16.3 


28.4 


40.2 


10731/D04 


9.3 


15.8 


6.5 


24.5 


10731/D05 


32.7 


53.9 


46.0 


92.7 


10731/D06 


16.1 


23.2 


8.0 


59.7 


10731/D07 1 


12.3 


25.9 


2.7 


45.9 


10731/D08 


25.8 


16.8 


-8.7 


44.2 


10731/D09 


6.1 


12.6 


-2.0 


23.9 


10731/D10 


13.0 


15.8 


9.9 


21.1 


10731/D11 


15.2 


43.6 


8.4 


56.6 


10731/E02 


11.2 


7.9 


13.7 


49.1 


10731/E03 


-1.4 


10.4 


15.6 


20.7 


10731/E04 


23.8 


13.6 


30.8 


55.6 


10731/E05 


7.0 


17.7 


27.0 


82.2 


10731/E06 


2.6 


10.4 


-12.0 


37.7 


10731/E07 


12.6 


38.4 


3.7 


45.9 


10731/E08 


10.5 


40.1 


8.9 


59.0 


10731/E09 


52.5 


17.2 


23.2 


27.0 


10731/E10 


33.1 


25.1 


21.7 


35.5 


10731/E11 


17.9 


26.4 


27.9 


60.7 


10731/F02 


11.1 


17.7 


14.1 


47.5 


10731/F03 


7.9 


8.4 


11.8 


40.6 


10731/F04 


24.5 


5.0 


3.2 


17.0 


10731/F05 


17.6 


19.5 


20.3 


84.4 


10731/F06 


2.2 


7.2 


-23.4 


20.9 


10731/F07 


13.3 


37.7 


1.3 


34.7 
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1 n7*ai /cnft 
i\Jf ol/ruo 


Q 9 

y.4 


7 1 


4 1 


93 r 

^u.u 


1 /cno 

\\J( 0 i/ruy 


9 1 


-O 7 
-U. / 


l u.u 


90 ^ 


1 07H /pi n 


1 1 n 

I l .U 


7 Q 
f .9 


9ft 4 


4fl 1 


10711/P1 1 


1Q 7 


49 3 


90 ** 


fiO 1 
uu. 1 


1 0731/(^09 


1fi ft 


4 7 


-10 1 

- 1 U. I 


1^ 2 


10731 /r^03 


19 Q 

I 4.9 


7 7 


u.u j 


33 7 


1 0731/(^04 


14 ^ 


7 1 


0 1 
u.u 


93 3 


10731/f^O*^ 


17 ^ 


1ft *5 
10.0 


ft 0 1 

u.u 


72 4 


1 0731/f^Oft 


10 ft 


2 3 


-0 6 

"U-U I 


33 3 

uu. u 


10731/C507 


31 .6 


0.7 


40.8 ! 


10.9 


1 0731 /nnfl 


1fi 9 


13 3 
1 u. v 


'13.9 


19.5 


10731/f^OQ 

IU/ J I / \J\J*3 


1*? 3 

1 u.u 


8,9 


-8.7 


4.4 


10731/f*10 


-9.0 


5.5 


5.6 


10.3 


10731/G1 1 


1.5 


67.2 


16.0 


64.3 


1 0732/A02 


-12.5 


5.1 


10.8 


53.7 


1 0732/A03 

1 V/ t U*_/ /\U U | 


-9.9 


0.8 


-3.8 


37.4 


1 0732/A04 


-14.1 


-10.6 


-9.4 


34.8 


1 0732/A05 

I U I U^/ f\\J U 


-3.9 


4.6 


-12.9 


20.5 


1 0732/A06 


-0.0 


-1.4 


12.3 


5.7 


10739/A07 


-19.8 


-0.3 


0.7 


26.1 


10739/AOA 


-10 0 
1 u.u 


12 1 


31.0 


32.7 


1 0739/AOQ 


-112 


39 7 


8.8 


60.3 


10739/A1 0 


10 2 


6.1 


7.3 


20.3 


1 0739 /A 1 1 


-0 6 
u.u 


1 8 

1 . U 


40.1 


65.3 


10739/R09 


2 9 


-26.0 


23.5 


78.0 


10739/R03 


ft 9 


-15.3 


17.4 


58.1 


10739/R04 


-1.3 


-22.1 


16.9 


79.5 


10732/B05 

IU / \J*mt tJUU 


2.8 


17.0 


21.9 


71.2 


10732/B06 


8.1 


12.8 


-12.4 


74.3 


10739/R07 

IU / O ^1/ ou / 


1.6 


15.8 


21.4 


75.1 


10739/ROfl 


ft 0 

U. U 


7.8 


16.9 


64.4 


1 0739/ROQ 


14 O 


2 0 


18 4 


69.2 


10719/R1 O 


19 1 


0 

u.u 


07 


51.5 


1 07**9/R1 1 


Q O 


Q 3 


70.9 


73.7 


1 07*^9 /r*09 


1 1 Q 


"O.U 


7.3 


40.1 




14 7 


1 4 


7 3 

* . u 


14.0 


1 0719/(^04 
IU/ u4/L»UH 


19 A 
I4.0 


-14 7 


3.8 


30.6 


1 n7Qo/rnc 


119 


-99 ft 


-17 0 

w .u 


18.5 




i 1 ft 


-41 9 


u.u 


21.6 


1 n7io/rn7 
1 u / o^/uu / 


1^4 

I u.*t 




4.3 


26.5 




7 R 


1 

I .u 


17.9 


54.5 


1 0739/OOQ 


A 0 

o.u 


— U. C7 


15.4 


37.9 


1 07*}9/f^1 O 


1*5 1 
1 u. 1 


1 2 


5.8 


43.0 


10719/P1 1 


1ft 9 


u.u 


16.4 


31.9 


10732/D02 


9.2 


8.7 


-24.0 


50.2 


10732/D03 


22.5 


-18.7 


26.0 


24.9 


10732/D04 


24.6 


-11.4 


50.7 


40.7 


10732/D05 


15.7 


-36.7 


4.3 


30.2 


10732/D06 


16.3 


3.6 


16.4 


24.3 


10732/D07 


14.7 


-19.1 


-3.8 


43.2 


10732/D08 


I 33.3 


-20.6 


30.5 


49.4 


10732/D09 


15.2 


-9.9 


15.9 


| 40.3 


10732/D10 


25.5 


-16.6 


24.5 


33.1 


10732/D11 


18.8 


-13.4 


18.9 


48.6 
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10732/E02 


13.1 


0.8 


4.8 


33.3 


10732/E03 


16.7 


-1.6 


48.7 


3.9 


10732/E04 


15.8 


-10.6 


29.5 


! 8.2 


107327E05 


18,7 


-17.0 


41.1 


2.2 


10732/E06 


2.8 


-11.0 


16.9 


I -2 1 


10732/E07 


21.3 


-8.5 


42.2 


! 15.2 


10732/E08 


13.6 


-21.7 


32.6 


29.4 


10732/E09 


15.3 


-7.2 


46.7 


18.1 


10732/E10 


16.7 


-3.3 


35.6 


1.6 


10732/E11 


16.2 


-32.2 


47.7 


41.4 


10732/F02 


7.0 


23.1 


-9.4 


55.6 


10732/F03 


31.9 


54.1 


51.8 


68.6 


10732/F04 


16.2 


-0.1 


23.5 


57.2 


10732/F05 


37.3 


-30.7 


12.8 


58.9 


10732/F06 


11.6 


-8.0 


0.2 


45.7 


10732/F07 


31.0 


-12.5 


38.6 


65.5 


10732/F08 


12.6 


-11.9 


14.9 


76.6 


10732/F09 


25.6 


-13.4 


25.5 


79.7 


10732/F10 


14.1 


0.8 


15.9 


65.1 


10732/F11 


21.9 


-21.5 


77.5 I 75.2 


10732/G02 


8.1 


-0.7 


10.3 


39.5 


10732/G03 


0.8 


-20.0 


36.1 


38.1 


10732/G04 


12.6 


8.0 


25.0 


24.9 


10732/G05 


17.2 


3.8 


15.4 


15.2 


10732/G06 


26.5 


-12.1 


0.2 


16.2 


10732/G07 


4.6 


-21.9 


21.4 


23.9 


10732/G08 


10.0 


-20.4 


37.6 


44.7 


10732/G09 


16.9 


-34.8 


9.8 


33.9 


10732/G10 


14.0 


-38.2 


20.4 


45.7 


10732/G11 


10.9 


-33.7 


38.6 


63.0 


10733/A02 


-5.2 


25.9 


11.5 


74.6 


10733/A03 


• 45.0 


33.6 


23.2 


24.9 


10733/A04 


-11.2 


32.8 


-14.1 


24.0 


10733/A05 


-23.3 


55.2 


-4.0 


18.2 


10733/A06 


-16.6 


45.1 


-24.3 


33.7 


10733/A07 


-27.4 


28.5 


-12.9 


27.2 j 


10733/A08 


-17.1 


19.5 


-10.1 


27.2 


10733/A09 


-11.9 


25.9 


-7.6 


22.1 


10733/A10 


-9.3 


14.2 


-13.3 


21.1 


1 0733/A1 1 


15.0 


23.0 


4.2 


43.5 


10733/B02 


-7.4 


31.6 


14.7 


74.6 


10733/B03 


3.1 


14.4 


35.8 


62.2 


10733/B04 


-3.3 


28,5 


24.9 


56.3 


10733/B05 


-1.1 


26.7 


27.3 


61.3 


10733/B06 


4.6 


43.6 


-9.2 


71.4 


10733/B07 


1.2 


32.7 


4.2 


73.5 


10733/B08 


-16.0 


32.5 


-15.7 


65.5 


10733/B09 


-2.6 


21.1 


7.0 


64.5 


10733/B10 


5.7 


11.8 


-59.6 


65.1 


10733/B11 


22.5 


12.5 


23.7 


36.6 


10733/C02 


5.8 


31.6 


15.1 


71.8 


10733/C03 


17.0 


14.4 


28.1 


29.3 


10733/C04 


8.4 


29.0 


19.2 


18.4 


10733/C05 


11.5 


17.2 


11.1 


23.2 
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10733/C06 


4.7 


22.7 


20.0 


4.1 


10733/C07 


1.2 


16.7 


4.6 


10.2 


10733/C08 


-28.5 


65.8 


-3.6 


85.7 


10733/C09 


-18.0 


46.0 


91.9 


16.3 


10733/C10 


-7.6 


36.0 


-6.4 


20.5 


10733/C11 


42.8 


15.8 


62.2 


35.1 


10733/D02 


3.1 


12.5 


17.6 


63.4 


10733/D03 


33.2 


11.2 


40.7 


32.8 


10733/D04 


15.5 


19.9 


26.5 


37.7 


10733/D05 


16.5 


10.6 


16.8 


25.1 


10733/D06 


17.9 


30.8 


1.3 


-19.4 


10733/D07 


-1.4 


37.4 


0.9 


-6.8 


10733/D08 


-8.3 


38.3 


42.3 


80.0 


10733/D09 


9.8 


48.3 


33.8 


38.7 


10733/D10 


2.9 


46.8 


-10.1 


22.8 


10733/D11 


1.0 


33.7 


-4.0 


31.6 


10733/E02 


0.8 


-1.3 


20.8 


60.5 


10733/E03 


42.6 


10.7 


43.1 


26.8 


10733/E04 


2.1 


45.4 


-13.7 


17.5 


10733/E05 


10.6 


58.3 


-33.2 


2.9 


10733/E06 


13.5 


37.3 


22.4 


10.4 


10733/E07 


13.2 


19.9 


29.3 


-10.1 


10733/E08 


-5.1 


54.2 


75.2 


81.1 


10733/E09 


13.4 


72.4 


35.8 


62.6 


10733/E10 


5.5 


31.3 


10.3 


52.8 


10733/E11 


5.5 


31.6 


15.9 


71.8 


10733/F02 


-15.7 


11.3 


3.8 


71.6 


10733/F03 


17.5 


-3.6 


24.5 


24.2 


10733/F04 


21.4 


76.3 


-28.7 


65.1 


10733/F05 


26.2 


84.6 


-25.1 


65.1 


10733/F06 


19.3 


17.8 


-4.8 


20.9 


10733/F07 


16.4 


19.2 


1.7 


-16.4 


10733/F08 


-13.2 


17.2 


-32.4 


66.6 


10733/F09 


-2.1 


30.1 


-0.3 


52.8 


10733/F10 


8.5 


21.9 


-5.6 


24.4 


10733/F11 


4.1 


0.6 


-17.8 


44.4 


10733/G02 


8.3 


-6.2 


-7.6 


64.5 


10733/G03 


24.7 


0.7 


12.7 


30.5 


10733/G04 


11.5 


10.6 


11.9 


20.3 


10733/G05 


19.2 


1.5 


-1.1 


1.8 


10733/G06 


37.0 


5.2 


0.1 


0.8 


1 0733/G07 


19.5 


18.1 


-6.8 


8.5 


10733/G08 


2.5 


44.2 


68.7 


79.0 


10733/G09 


77.8 


38.7 


-17.0 


41.4 


10733/G10 


12.7 


18.2 


-58.0 


41.9 


10733/G11 


3.3 


-1.0 


-4.4 


32.6 


10734/A02 


4.1 


0.0 


-3.8 


51.1 


10734/A03 


10.1 


18.5 


22.3 


87.8 


10734/A04 


0.6 


11.4 


11.7 


68.0 


10734/A05 


9.1 


22.6 


2.9 


69.9 


10734/A06 


-6.4 


-6.4 


-9.9 


46.9 


10734/A07 


-9.4 


15.2 


21.9 


89.3 


10734/A08 


0.1 


6.8 


9.1 


71.5 


10734/A09 


-7.9 


27.3 


-9.5 


88.4 
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10734/A10 


I 4.4 


27.8 


26.3 


55.4 


10734/A11 


6.3 


12.5 


5.5 


51.9 


10734/B02 


8.5 


-8.9 


-2.9 


61.9 


10734/B03 


21.7 


45.1 


13.0 


90.1 


10734/B04 


2.8 


38.7 


14.4 


88.4 


10734/B05 


-2.3 


17.8 


56.3 


67.8 


10734/B06 


-0.9 


54.0 


0.2 


91.2 


10734/B07 


9.1 


65.5 


18,8 


93.2 


10734/B08 


-0.5 


19.3 


-2.4 


56.1 


10734/B09 


-32.3 


34.9 


12.6 


94.3 


10734/B10 


15.7 


i 60.7 


7.7 


82.6 


10734/B11 


12.6 


50.9 


-5.5 


83.6 


10734/C02 


-3.9 


-6.7 


36.0 


78.6 


10734/C03 


-5.6 


48.6 


24.5 


88.2 


10734/C04 


-37.6 


38.1 


24.5 


90.7 


10734/C05 


-10.3 


9.3 


3.8 


52.7 


10734/C06 


-1.7 


18.4 


-0.2 


48.3 


10734/C07 


-2.7 


41.0 


32.0 


96.8 


10734/C08 


-34.2 


35.1 


5.5 


93.2 


10734/C09 


-13.3 


36.2 


11.3 


88.6 


10734/C10 


10.1 


24.4 


17.4 


11.6 


10734/C11 


6.3 


18.0 


9.1 


23.9 


10734/D02 


-11.5 


5.2 


6.4 


46.0 


10734/D03 


17.4 


19.6 


24.1 


78.6 


10734/D04 


6.1 


-10.7 


13.5 


46.9 


10734/D05 


2.4 


-9.6 


8.2 


55.0 


10734/D06 


0.0 


1.3 


-9.1 


30.6 


10734/D07 


14.7 


51.1 


28.1 


92.0 


10734/D08 


2.5 


-13.7 


2.0 


49.8 


10734/D09 


-11.6 


21.0 


42.2 


88.0 


10734/D10 


11.1 


-4A 


9.9 


20.6 


10734/D11 


9.8 


14.6 


17.0 


33.9 


10734/E02 


7.9 


-10.8 


50.1 


66.9 


10734/E03 


26.9 


55.0 


27.2 


99.3 


10734/E04 


10.7 


-7.8 


26.7 


88.9 


10734/E05 


10.6 


7.9 


17.9 


63.6 


10734/E06 


28.4 


6.3 


13.5 


50.6 


10734/E07 


27.9 


82.4 


8.2 


100.8 


10734/E08 


26.6 


24.2 


13.0 


89.1 


10734/E09 


8.0 


73.0 


1.1 


96.2 


10734/E10 


18.5 


-5.0 


29.8 


27.9 


10734/E11 


19.2 


-8.0 


16.1 


67.1 


10734/F02 


6.2 


0.7 


10.4 


55.0 


10734/F03 


4.2 


24.8 


-24.1 


86.8 


10734/F04 


-2.6 


3.9 


25.0 


76.5 


10734/F05 


9.8 


-15.6 


-1.1 


73.8 


10734/F06 


11.0 


-17.1 


-21.4 


64.2 


10734/F07 


6.6 


33.7 


-5.1 


95.7 


10734/F08 


4.8 


-23.6 


-6.0 


66.3 


10734/F09 


-3.7 


3.1 


-17.4 


93.9 


10734/F10 


14.8 


-8.3 


25.8 


44.8 


10734/F11 


13.3 


-15.6 


16.1 


47.3 


10734/G02 


1.5 


3.4 


14.8 


63.6 


10734/G03 


18.7 


82.8 


-3.8 


93.4 
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10734/G04 


-1.1 


62.9 


16.1 


72.1 


10734/G05 


7.4 


-0.3 


2.9 


57.7 


10734/G06 


16.5 


12.5 


-18.8 


43.1 


10734/G07 


21.9 


51.1 


-25.0 


96.6 


10734/G08 


11.6 


33.7 


0.2 


82.2 


10734/G09 


8.5 


21.4 


-7.7 


84.7 


10734/G10 


10.8 


3.8 


9.9 


19.3 


10734/G11 


8.7 


4.1 


-25.4 


20.2 
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Claims : 

1. A combinatorial library of indolinone compounds, 
comprising at least ten indolinones that can be formed by 
reacting oxindoles with aldehydes. 

5 

2. The combinatorial library of claim 1 wherein 
said oxindoles are type A oxindoles. 

3. The combinatorial library of claim 1 wherein 
0 said aldehydes are type B aldehydes. 

4 . A method of making an indolinone comprising the 
steps of 

(a) creating a combinatorial library of indolinones 
5 by reacting a series of oxindoles with a series of alde- 
hydes, 

(b) testing said indolinones in biological assays, 

(c) selecting one or more indolinones with favorable 
activity; and 

D (d) synthesizing one or more of said indolinones 

selected in step (c) . 

5. A 3- [ (indole-3-yl)methylene] -2-indolinone com- 
pound having a substituent at the 1 1 position of the 

5 indole, where the substituent at the 1' position is 
selected from the group consisting of, 

(a) alkyl that is optionally substituted with a 
monocyclic or bicyclic five, six, eight, nine, or ten 
membered heterocyclic ring, where the ring is optionally 

) substituted with one or more halogen, aldehyde, or 
trihalomethyl substituents ; 

(b) five, six, eight, nine, or ten membered monocy- 
clic or bicyclic heterocyclic ring, where the ring is 
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optionally substituted with one or more halogen or 
trihalomethyl substituents ; 

(c) an aldehyde or ketone of formula -CO-R 12 , where 
R 12 is selected from the group consisting of hydrogen, 

5 alkyl, and a five or six membered heterocyclic ring; 

(d) a carboxylic acid of formula -(R 13 )n-COOH or 
ester of formula - (R 14 ) m-C0O-R 15 , where R 13 , R 14 , and R 15 are 
independently selected from the group consisting of alkyl 
and a five or six membered heterocyclic ring and m and n 

10 are independently 0 or 1; 

(e) a sulfone of formula -(S02)-R 16 , where R 16 is 
selected from the group consisting of alkyl and a five or 
six membered heterocyclic ring, where the ring is option- 
ally substituted with an alkyl moiety; 

15 (f) -<R 17 ) n - (indole-l-yl) or -(R J^-CHOH-fR ) p- i9 

(indole-l-yl ) , where the indol moiety is optionally 
substituted with an aldehyde and R :7 , R 18 , and R 19 are alkyl 
and m, n, and p are independently 0 or 1; and 

(g) taken together with a 2 1 substituent of the 

20 indole ring forms a tricyclic moiety, where each ring in 
the tricyclic moiety is a five or six membered heterocy- 
clic ring. 

6. The compound, salt, isomer, metabolite, ester, 
25 amide, or prodrug of claim 5, wherein said compound has 
the formula, 
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where (a) R 2 is selected from the group consisting of, 

(i) alkyl that is optionally substituted with 
5 a monocyclic or bicyclic five, six, eight, nine, or ten 

membered heterocyclic ring, where the ring is optionally 
substituted with one or more halogen, aldehyde, or 
trihalomethyl substituents ; 

(ii) five, six, eight, nine, or ten membered 
10 monocyclic or bicyclic heterocyclic ring, where the ring 

is optionally substituted with one or more halogen or 
trihalomethyl substituents; 

(iii) an aldehyde or ketone of formula -CO-R 12 , 
where R X1 is selected from the group consisting of hydro- 

15 gen, alkyl, or a five or six membered heterocyclic ring; 

(iv) a carboxylic acid of formula - (R 13 ) n -COOH 
or ester of formula - (R 14 ) m-COO-R 15 , where R 13 , R 14 , and R 15 
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and are independently selected from the group consisting 
of alkyl or a five or six membered heterocyclic ring and 
n and m are independently 0 or 1; 

(v) a sulfone of formula -(S0 2 )-R 16/ where R 1€ 
5 is selected from the group consisting of alkyl or a five 

or six membered heterocyclic ring, where the ring is 
optionally substituted with an alkyl moiety; 

(vi) -(R 17 ) n -{indole-l-yl) or - (R 18 ) m-CHOH- (R 19 ) p- 
{ indole-l-yl) , where the indol moiety is optionally 

10 substituted with an aldehyde and R 17 , R ie , and R 19 are alkyl 
and n, m, and p are independently 0 or 1; 

(vii) taken together with a 2' substituent of 
the indole ring forms a tricyclic moiety, where each ring 
in the tricyclic moiety is a five or six membered hetero- 

15 cyclic ring; 

(b) R 2 , R 3 , R 4 , R 5 , and R 6 are selected from the group 
consisting of f 

(i) hydrogen or alkyl that is optionally 
substituted with a monocyclic or bicyclic five, six, 

20 eight, nine, or ten membered heterocyclic ring, where the 
ring is optionally substituted with one or more halogen, 
aldehyde, or trihalomethyl substituents; 

(ii) five, six, eight, nine, or ten membered 
monocyclic or bicyclic heterocyclic ring, where the ring 

25 is optionally substituted with one or more halogen or 
trihalomethyl substituents ; 

(iii) an aldehyde or ketone of formula -CO-R 20 , 
where R 20 is selected from the group consisting of hydro- 
gen, alkyl, or a five or six membered heterocyclic ring; 

30 (iv) a carboxylic acid of formula -{R 21 )n~COOH 

or ester of formula - (R 22 ) -COO-R 23 , where R 21 , R 22 / and R 23 
and are independently selected from the group consisting 
of alkyl or a five or six membered heterocyclic ring and 
m and n are independently 0 or 1; 
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(v) halogen or an alcohol of formula <R24)m-OH 
or an ether of formula - (R 24 ) n -0-R 25 , where R 24 and R25 are 
independently selected from the group consisting of alkyl 
and a five or six membered heterocyclic ring and m and n 

5 are independently 0 or 1; 

(vi) -NR 26 R 27 , where R 26 and R 27 are independently 
selected from the group consisting of hydrogen, oxygen, 
alkyl, and a five or six membered heterocyclic ring; or - 
NHCOR 28/ where R 28 is selected from the group consisting of 

10 hydroxyl, alkyl, and a five or six membered heterocyclic 
ring, where the ring is optionally substituted with alkyl, 
halogen, carboxylate, or ester; 

(vii) -SO2NR 29 R 30 , where R 29 and R 30 are selected 
from the group consisting of hydrogen, oxygen, alkyl, and 

15 a five or six membered heterocyclic ring; 

(viii) any two of R 3 , R 4 , R 5 , or R 6 taken 
together form a bicyclic or tricyclic hetercyclic moiety 
fused to the six membered ring of the indole, where each 
ring in the multicyclic moiety is a five or six membered 

20 heterocyclic ring; 

(c) R 7 , R 8 , R 9 , and R 10 are independently selected 
from the group consisting of, 

(i) hydrogen or alkyl that is optionally 
substituted with a monocyclic or bicyclic five, six, 

25 eight, nine, or ten membered heterocyclic ring, where the 
ring is optionally substituted with one or more halogen, 
aldehyde, or trihalomethyl substituents; 

(ii) five, six, eight, nine, or ten membered 
monocyclic or bicyclic heterocyclic ring, where the ring 

30 is optionally substituted with one or more halogen or 
trihalomethyl substituents; 

(iii) an aldehyde or ketone of formula -CO-R 31 , 
where R 31 is selected from the group consisting of hydro- 
gen, alkyl, or a five or six membered heterocyclic ring; 
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(iv) a carboxylic acid of formula - (R 32 ) n-COOH 
or ester of formula - (R 33 ) m-COO-R 3 4 , where R 32/ R 33 , and R34 
and are independently selected from the group consisting 
of alkyl or a five or six membered heterocyclic ring and 

5 n and m are independently 0 or 1; 

(v) halogen or an alcohol of formula (R 35 )m-OH 
or an ether of formula - (R 35 ) n-0-R 36 , where R 35 and R 36 are 
independently chosen from the group consisting of alkyl or 
a five or six membered heterocyclic ring and m and n are 

10 independently 0 or 1; 

(vi) -NR 37 R 3B , where R 37 and R 3B are independently 
selected from the group consisting of hydrogen, oxygen, 
alkyl, and a five or six membered heterocyclic ring; or - 
NHCOR 39/ where R 39 is selected from the group consisting of 

15 hydroxyl, alkyl, and a five or six membered heterocyclic 
ring, where the ring is optionally substituted with alkyl, 
halogen, carboxylate, or ester; 

(vii) -SO2NR 40 R 41 , where R 40 and R 41 are selected 
from the group consisting of hydrogen, oxygen, alkyl, and 

20 a five or six membered heterocyclic ring; 

(viii) any two of R 7 , R 8 , R 9 , or R 10 taken 
together form a bicyclic or tricyclic hetercyclic moiety 
fused to the six membered ring of the indole, where each 
ring in the multicyclic moiety is a five or six membered 

25 heterocyclic ring; and 

(d) R n is hydrogen or alkyl; 
provided that at least one of R lf R 2 , R 3 , R 4 , R 5 > R e/ R7/ R e/ 
R 9 , or R 10 is alkyl or provided that at least four of R lf 
R 2 r Ra/ R 4* R 5' or R e are not hydrogen, 

30 

7. An optionally substituted 3- [ ( tetrahydroindole- 
2-yl) methylene] -2-indolinone or 3- [ (cyclopentano-b-pyrrol- 
2-yl) methylene] -2-indolinone compound. 
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or a pharmaceutical^ acceptable salt, isomer, metabolite, 
10 ester, amide, or prodrug thereof 
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where (a) R 1 is selected from the group consisting 

of, 

(i) alkyl that is optionally substituted with 
a monocyclic or bicyclic five, six, eight, nine, or ten 

5 membered heterocyclic ring, where the ring is optionally 
substituted with one or more halogen, or trihalomethyl 
substituents; 

(ii) five, six, eight, nine, or ten membered 
monocyclic or bicyclic heterocyclic ring, where the ring 

10 is optionally substituted with one or more halogen or 
trihalomethyl substituents; 

(iii) ketone of formula -CO~R 12 , where R 1X is 
selected from the group consisting of hydrogen, alkyl, or 
a five or six membered heterocyclic ring; 

15 (iv) a carboxylic acid of formula -(R 13 ) n -COOH 

or ester of formula - (R 14 ) m -COO-R 15 , where R 13 , R 14 , and R 15 
and are independently selected from the group consisting 
of alkyl or a five or six membered heterocyclic ring and 
n and m are independently 0 or 1; 

20 (v) a sulfone of formula -(S0 2 )-R 16 , where R 16 

is selected from the group consisting of alkyl or a five 
or six membered heterocyclic ring, where the ring is 
optionally substituted with an alkyl moiety; 

(vi) -(R n ) n -(indole-l-yl) or - (R 18 ) m -CHOH- (R 19 ) p- 
25 (indole-l-yl) , where the indolemoiety is optionally 

substituted with an aldehyde and R n , R 18 , and R 19 are alkyl 
and n, m, and p are independently 0 or 1; 

(vii) taken together with a 2 l substituent of 
the indole ring forms a tricyclic moiety, where each ring 

30 in the tricyclic moiety is a five or six membered hetero- 
cyclic ring; 

(b) R 2 , R 3 , R 3 ', R 4 / *V t R 5 '/ R 6 r and R 6 1 are 

selected from the group consisting of, 
(i) hydrogen; 
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(ii) alkyl that is optionally substituted with 
a monocyclic or bicyclic five, six, eight, nine, or ten 
membered heterocyclic ring, where the ring is optionally 
substituted with one or more halogen, or trihalomethyl 

5 substituents; 

(iii) five, six, eight, nine, or ten membered 
monocyclic or bicyclic heterocyclic ring, where the ring 
is optionally substituted with one or more halogen or 
trihalomethyl substituents; 

!0 (iv) ketone of formula -CO-R 20 , where R 20 is 

selected from the group consisting of hydrogen, alkyl, or 
a five or six membered heterocyclic ring; 

(v) a carboxylic acid of formula -(R 21 ) n -COOH 
or ester of formula - (R 22 ) -COO-R 23 , where R 21 , R 22 , and R 23 

15 and are independently selected from the group consisting 
of alkyl or a five or six membered heterocyclic ring and 
m and n are independently 0 or 1; 

(vi) halogen; 

(vii) an alcohol of formula (R 24 ) m -OH or an ether 
20 of formula - (R 24 ) n -0-R 25 , where R 24 and R 25 are independently 

selected from the group consisting of alkyl and a five or 
six membered heterocyclic ring and m and n are independ- 
ently 0 or 1; 

(viii) -NR 26 R 27 , where R 26 and R 27 are independ- 
25 ently selected from the group consisting of hydrogen, 

oxygen, alkyl, and a five or six membered heterocyclic 
ring; 

(ix) -NHCOR 28 , where R 28 is selected from the 
group consisting of hydroxyl, alkyl, and a five or six 

30 membered heterocyclic ring, where the ring is optionally 
substituted with alkyl, halogen, carboxylate, or ester; 

(x) -SO2NR 29 R 30 , where R 29 and R 30 are selected 
from the group consisting of hydrogen, oxygen, alkyl, and 
a five or six membered heterocyclic ring; 
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(xi) any two of R 3 , R 3 ., R 4/ r 4 ,, r 5 , R 5<f r 6/ or 
R 6 . taken together form a bicyclic or tricyclic hetercyclic 
moiety fused to the six membered ring of the indole, where 
each ring in the multicyclic moiety is a five or six 
5 membered heterocyclic ring; 

(c) R 7 , R 8 , R 9/ and R 10 are independently selected 
from the group consisting of, 

(i) hydrogen; 

(ii) alkyl that is optionally substituted with 
10 a monocyclic or bicyclic five, six, eight, nine, or ten 

membered heterocyclic ring, where the ring is optionally 
substituted with one or more halogen, or trihalomethyl 
substituents; 

(iii) five, six, eight, nine, or ten membered 
15 monocyclic or bicyclic heterocyclic ring, where the ring 

is optionally substituted with one or more halogen or 
trihalomethyl substituents; 

(iv) ketone of formula -CO-R 31 , where R 31 is 
selected from the group consisting of hydrogen, alkyl, or 

20 a five or six membered heterocyclic ring; 

(v) a carboxylic acid of formula -(R 32 ) n -COOH 
or ester of formula - (R 33 ) m -COO-R 34 , where R 32 , R 33 , and R 34 
and are independently selected from the group consisting 
of alkyl or a five or six membered heterocyclic ring and 

25 n and m are independently 0 or 1; 

(vi) halogen; 

(vii) an alcohol of formula (R 35 ) m -OH or an ether 
of formula - (R 36 ) n -0-R 3e , where R 35 and R 36 are independently 
chosen from the group consisting of alkyl or a five or six 

30 membered heterocyclic ring and m and n are independently 
0 or 1; 

(viii) -NR 37 R 38 , where R 37 and R 38 are independ- 
ently selected from the group consisting of hydrogen, 
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oxygen, alkyl, and a five or six merabered heterocyclic ring; 

(ix) -NHCOR 39 , where R 39 is selected from the 
group consisting of hydroxyl, alkyl, and a five or six 
membered heterocyclic ring, where the ring is optionally 

5 substituted with alkyl, halogen, carboxylate, or ester; 

(x) -SO2NR 40 R 41 , where R 40 and R 41 are selected 
from the group consisting of hydrogen, oxygen, alkyl, and 
a five or six membered heterocyclic ring; 

(xi) any two of R 7 , R 8 , R 9 , or R 10 taken together 
10 form a bicyclic or tricyclic hetercyclic moiety fused to 

the six membered ring of the indole, where each ring in 
the multicyclic moiety is a five or six membered heterocy- 
clic ring; and 

(d) R 1± is hydrogen or alkyl 

15 



9, An indolinone compound having a substituent at 
the 5 position of the oxindole ring, where the substituent 
at the 5 position of the oxindole ring is selected from 
20 the group consisting of 

(a) alkyl that is optionally substituted with 
a monocyclic or bicyclic five, six, eight, nine, or ten 
membered heterocyclic ring, where the ring is optionally 
substituted with one or more halogen, or trihalomethyl 

25 substituents; 

(b) five, six, eight, nine, or ten membered 
monocyclic or bicyclic heterocyclic ring, where the ring 
is optionally substituted with one or more halogen or 
trihalomethyl substituents; 

30 (c) a ketone of formula -C0-R 10 , where R 10 is 

selected from the group consisting of hydrogen, alkyl, or 
a five or six membered heterocyclic ring; 

(d) a carboxylic acid of formula -(R n )n-COOH 
or ester of formula - (R 12 ) -COO-R 13 , where R n , R 12 , and R 13 
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and are independently selected from the group consisting 
of alkyl or a five or six membered heterocyclic ring and 
m and n are independently 0 or 1; 
(e) halogen; 

5 (f) an alcohol of formula (R 14 )m-OH or an ether 

of formula - (R 14 ) n-0-R lb , where R 14 and R 15 are independently 
selected from the group consisting of alkyl and a five or 
six membered heterocyclic ring and m and n are independ- 
ently 0 or 1; 

10 (g) -NR 16 R 17 , where R 16 and R 17 are independently 

selected from the group consisting of hydrogen, alkyl, and 
a five or six membered heterocyclic ring; 

(h) -NHCOR 18 , where R 18 is selected from the 
group consisting of alkyl, and a five or six membered 

15 heterocyclic ring, where the ring is optionally substi- 
tuted with alkyl, halogen, carboxylate, or ester; 

(i) -SO2NR 19 R 20 , where R 19 and R 20 are selected 
from the group consisting of hydrogen, alkyl, and a five 
or six membered heterocyclic ring; 

20 (j) any two of R 4 , R 5 , R 6 , or taken together 

form a bicyclic or tricyclic hetercyclic moiety fused to 
the six membered ring of the oxindole, where each ring in 
the multicyclic moiety is a five or six membered heterocy- 
clic ring. 

25' 

10. The compound of claim 9 of the following for- 
mula , 

30 
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where (a) R 5 is selected from the group consisting of, 

(i) alkyl that is optionally substituted with 
a monocyclic or bicyclic five, six, eight, nine, or ten 

5 membered heterocyclic ring, where the ring is optionally 
substituted with one or more halogen, or trihalomethyl 
substituents; 

(ii) five, six, eight, nine, or ten membered 
monocyclic or bicyclic heterocyclic ring, where the ring 

10 is optionally substituted with one or more halogen or 
trihalomethyl substituents; 

(iii) a ketone of formula -CO-R 10 , where R 10 is 
selected from the group consisting of hydrogen, alkyl, or 
a five or six membered heterocyclic ring; 

15 < iv ) a carboxylic acid of formula -(R u )n-COOH 

or ester of formula - (R 12 ) -COO-R 13 , where R n , R 12 , and R 13 
and are independently selected from the group consisting 
of alkyl or a five or six membered heterocyclic ring and 
m and n are independently 0 or 1; 

20 (v) halogen; 

(vi) an alcohol of formula (R 14 )m-OH or an ether 
of formula - <R 14 ) n-0-R 15 , where R 14 and R 15 are independently 
selected from the group consisting of alkyl and a five or 
six membered heterocyclic ring and m and n are independ- 

25 ently 0 or 1; 
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(vii) -NR 16 R n , where R 16 and R 17 are independently 
selected from the group consisting of hydrogen, alkyl, and 
a five or six mernbered heterocyclic ring; 

(viii) -NHCOR ie , where R 18 is selected from the 
5 group consisting of alkyl, and a five or six mernbered 

heterocyclic ring, where the ring is optionally substi- 
tuted with alkyl, halogen, carboxylate, or ester; 

(ix) -SO 2 NR 19 R 20 , where R 19 and R 20 are selected 
from the group consisting of hydrogen, alkyl, and a five 

10 or six mernbered heterocyclic ring; 

(x) any two of R 4 , R bf or R 7 taken together 
form a bicyclic or tricyclic hetercyclic moiety fused to 
the six mernbered ring of the oxindole, where each ring in 
the multicyclic moiety is a five or six mernbered heterocy- 

15 clic ring; 

(b) R x is selected from the group consisting of a 
five, six, eight, nine, and ten mernbered monocyclic or 
bicyclic heterocyclic ring, where the ring is optionally 
substituted with one or more substituents selected from 

20 the group consisting of 

(i) hydrogen and alkyl that is optionally 
substituted with a monocyclic or bicyclic five, six, 
eight, nine, or ten mernbered heterocyclic ring, where the 
ring is optionally substituted with one or more halogen, 

25 or trihalomethyl substituents; 

(ii) five, six, eight, nine, or ten mernbered 
monocyclic or bicyclic heterocyclic ring, where the ring 
is optionally substituted with one or more halogen or 
trihalomethyl substituents; 

30 (iii) a ketone of formula -CO-R 21 , where R 21 is 

selected from the group consisting of hydrogen, alkyl, or 
a five or six mernbered heterocyclic ring; 

(iv) a carboxylic acid of formula - (R 22 ) n-COOH 
or ester of formula - (R 23 ) -COO-R 24 , where R 22 , R 23 , and R 24 
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and are independently selected from the group consisting 
of alkyl or a five or six membered heterocyclic ring and 
m and n are independently 0 or 1; 
(v) halogen; 

5 (vi) an alcohol of formula (R 25 )m-OH or an ether 

of formula - (R 25 ) n-0-R 26 , where R 25 and R 26 are independently 
selected from the group consisting of alkyl and a five or 
six membered heterocyclic ring and m and n are independ- 
ently 0 or 1/ 

10 (vii) -NR 27 R 28/ where R 27 and R 2e are independently 

selected from the group consisting of hydrogen, alkyl, and 
a five or six membered heterocyclic ring; 

(viii) -NHCOR 29 , where R 29 is selected from the 
group consisting of alkyl, and a five or six membered 

15 heterocyclic ring, where the ring is optionally substi- 
tuted with alkyl, halogen, carboxylate, or ester; 

(ix) -SO 2 NR 30 R 31 , where R 30 and R 31 are selected 
from the group consisting of hydrogen, alkyl, and a five 
or six membered heterocyclic ring; 

20 (c) R 4 , R 6 , and R 7 are independently selected from the 

group consisting of, 

(i) hydrogen and alkyl that is optionally 
substituted with a monocyclic or bicyclic five, six, 
eight, nine, or ten membered heterocyclic ring, where the 

25 ring is optionally substituted with one or more halogen, 
or trihalomethyl substituents; 

(ii) five, six, eight, nine, or ten membered 
monocyclic or bicyclic heterocyclic ring, where the ring 
is optionally substituted with one or more halogen or 

30 trihalomethyl substituents; 

(iii) a ketone of formula -CO-R 32 , where R 32 is 
selected from the group consisting of hydrogen, alkyl, or 
a five or six membered heterocyclic ring; 



WO 98/07695 



PCT/US97/14736 



235 

(iv) a carboxylic acid of formula -(R 33 )n-COOH 
or ester of formula - (R 34 ) -COO-R 35 , where R 33 , R 34 , and R 35 
and are independently selected from the group consisting 
of alkyl or a five or six membered heterocyclic ring and 

5 m and n are independently 0 or 1; 

(v) halogen; 

(vi) an alcohol of formula (R 36 )m-OH or an ether 
of formula - (R 36 ) n-0-R 37 , where R 36 and R 31 are independently 
selected from the group consisting of alkyl and a five or 

10 six membered heterocyclic ring and m and n are independ- 
ently 0 or 1; 

(vii) -NR 3B R 39 , where R 38 and R 39 are independently 
selected from the group consisting of hydrogen, alkyl, and 
a five or six membered heterocyclic ring; 

15 (viii) -NHCOR 40 , where R 40 is selected from the 

group consisting of alkyl, and a five or six membered 
heterocyclic ring, where the ring is optionally substi- 
tuted with alkyl, halogen, carboxylate, or ester; 

(ix) -S0 2 NR 41 R 42 , where R 41 and R 42 are selected 
20 from the group consisting of hydrogen, alkyl, and a five 
or six membered heterocyclic ring; and 
(d) R 2 is hydrogen or alkyl. 

11. A compound having formula XXI, wherein: 

25 




R 2 H 
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XXI 

(a) A is a five or six raembered ring comprised of 
atoms selected from the group consisting of oxygen, 

5 carbon, sulfer and nitrogen; 

(b) m is zero, 1, or 2; 

(c) R 2 is hydrogen, Ci-Ce alkyl or C 2 -C 6 alkanoyl; 

(d) one of R 2 and R 3 independently is hydrogen and the 
other is a substituent selected from: 

10 (1) a Ca-Ce alkyl group substituted by 1, 2 or 3 

hydroxy groups; 

(2) S0 3 R 4 in which R 4 is hydrogen or C x -C 6 alkyl 
unsubstituted or substituted by 1, 2 or 3 hydroxy groups; 

(3) S0 2 NHR 5 in which R 5 is as R 4 defined above or 
15 a - (CH 2 ) n -N (C a -C 6 alkyl) 2 group in which n is 2 or 3; 

(4) C00R 6 in which R 6 is C 1 -C e alkyl unsubstituted 
or substituted by phenyl or by 1, 2 or 3 hydroxy groups or 
phenyl; 

(5) CONHR 7 in which R 7 is hydrogen, phenyl or C a - 
20 C 6 alkyl substituted by 1, 2 or 3 hydroxy groups or by 

phenyl; 

(6) NHS0 2 R Q in which R e is C^-Cg alkyl or phenyl 
unsubstituted or substituted by halogen or by C^-C^ alkyl; 

(7) N(R 9 ) 2 , NHR 9 or 0R 9 wherein R 9 is C 2 -C 6 alkyl 
25 substituted by 1, 2 or 3 hydroxy groups; 

(8) NHCOR 10 , OOCR 10 or CH 2 OOCR 10 in which R 10 is C x - 
C 6 alkyl substituted by 1, 2 or 3 hydroxy groups; 

{ 9) NHCONH 2 ; NH-C ( NH 2 ) =NH; C (NH 2 ) =NH ; 

CH 2 NHC(NH 2 )=NH; CH 2 NH 2 ; OPO(OH) 2 ; CH 2 OPO(OH) 2 ; PO(OH) 2 ; or a 

30 




wherein X is selected from the group consisting of CH 2 , 
S0 2 , CO, or NHCO(CH 2 ) p in which p is 1,2, or 3 and Z is CH 2 , 



WO 98/07695 



PCT/US97/14736 



237 

O or N-R u in which R n is hydrogen or is as R 9 defined 
above . 

12. A method of making an indolinone compound of any 
5 one of claims 5-11 comprising the steps of reaching an 

appropriate aldehyde and oxindol and separating the 
indolinone from the aldehyde and oxindol reactants. 

13. A pharmaceutical composition comprising (i) a 
10 pharmaceutically acceptable carrier or excipient and (ii) 

a compound according to any one of claims 5-11. 

14. A method for treating a disease related to 
unregulated tyrosine kinase signal transduction, the 

15 method comprising the step of administering to a subject 
in need thereof a therapeutically effective amount of a 
compound according to any one of claims 5-11. 

15. A method for regulating tyrosine kinase signal 
20 transduction comprising administering to a subject a 

therapeutically effective amount of a compound according 
to any one of claims 5-11. 

16. A method of preventing or treating an abnormal 
25 condition in an organism, where the abnormal condition is 

associated with an aberration in a signal transduction 
pathway characterized by an interaction between a protein 
kinase and a natural binding partner, where the method 
comprises the following steps: 
30 (a) administering a compound of any one of claims 5- 

11 to an organism; and 

(b) promoting or disrupting the abnormal interac- 
tion . 
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17. A method of preventing or treating an abnormal 
condition in an organism, where the abnormal condition is 
associated with an aberration in a signal transduction 
pathway characterized by an interaction between a protein 
5 kinase and a natural binding partner, where the method 
comprises the following steps: 

(a) administering a compound of any one of claims 5- 
11 to an organism; and 

(b) promoting or disrupting the abnormal interac- 

10 tion. 
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